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BACKGROUND OF THE INVENTION 

The invention generally relates to nucleic acids and polypeptides. More particularly, 
the invention relates to nucleic acids encoding novel G-protein coupled receptor (GPCR) 
polypeptides, as well as vectors, host cells, antibodies, and recombinant methods for 
producing these nucleic acids and polypeptides. 

SUMMARY OF THE INVENTION 

The invention is based in part upon the discovery of nucleic acid sequences encoding 
novel polj^eptides. These nucleic acids and polj^peptides, as well as derivatives, homologs, 
analogs and fragments thereof, will hereinafter be collectively designated as "GPCRX" 
nucleic acid or polypeptide sequences. 

In one aspect, the invention provides an isolated GPCRX nucleic acid molecule 
encoding a GPCRX polypeptide that includes a nucleic acid sequence that has identity to the 
nucleic acids disclosed in SEQ ID NOS: 1,3, 5, 7, 9, 11, 13, 15, 17, 19,21,23,25,27, 29,31, 
33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 
83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 1 1 1, 1 13, 1 15, 1 17, 1 19, 121, 123, 
125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 



1 



161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 
and 199. In some embodiments, the GPCRX nucleic acid molecule will hybridize under 
stringent conditions to a nucleic acid sequence complementary to a nucleic acid molecule that 
includes a protein-coding sequence of a GPCRX nucleic acid sequence. The invention also 
5 includes an isolated nucleic acid that encodes a GPCRX polypeptide, or a fragment, homolog, 
analog or derivative thereof. For example, the nucleic acid can encode a polypeptide at least 
80% identical to a polypeptide comprising the amino acid sequences of SEQ ID NOS: 2, 4, 6, 
8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 
58, 60, 62, 64, 66, 68, 70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 
10 106, 108, 1 10, 1 12, 1 14, 1 16, 1 18, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 
142, 144, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 
178, 180, 182, 184, 186, 188, 190, 192, 194, 196, 198 and 200. The nucleic acid can be, for 
example, a genomic DNA fragment or a cDNA molecule that includes the nucleic acid 
H-. sequence of any of SEQ ID N0S:1, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 

y 15 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81. 83, 
rU 85,87,89,91,93,95,97,99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 

S 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 

W 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 

and 199. Also included in the invention is an oligonucleotide, e.g., an oligonucleotide which 
20 includes at least 6 contiguous nucleotides of a GPCRX nucleic acid {e.g., SEQ ID NOS: 1,3, 
5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 
51 57, 59, 6 1 , 63, 65, 67, 69, 7 1 , 73, 75, 77, 79, 8 1 , 83, 85, 87, 89, 9 1 , 93, 95, 97, 99, 1 0 1 , 1 03, 

P 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 

141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 
25 177, 179, 181, 183, 185, 187, 189, 191. 193, 195, 197 and 199) or a complement of said 
oligonucleotide. 

Also included in the invention are substantially purified GPCRX polypeptides (e.g., 
SEQ ID NOS: 2, 4, 6. 8, 10, 12. 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 
46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 74. 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 
30 96, 98, 100, 102, 104, 106, 108, 1 10, 1 12, 1 14, 1 16, 118, 120, 122, 124, 126, 128, 130, 132, 
134, 136, 138, 140, 142, 144, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 
170, 172, 174, 176, 178, 180, 182, 184, 186, 188, 190, 192, 194, 196, 198 and 200). In 
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certain embodiments, the GPCRX polypeptides include an amino acid sequence that is 
substantially identical to the amino acid sequence of a huma GPCRX polypeptide. 

The invention also features antibodies that immunoselectively bind to GPCRX 
polypeptides, or fragments, homologs, analogs or derivatives thereof. 

In another aspect, the invention includes pharmaceutical compositions that include 
therapeutically- or prophylactically-effective amounts of a therapeutic and a 
pharmaceutically-acceptable carrier. The therapeutic can be, e.g., a GPCRX nucleic acid, a 
GPCRX polypeptide, or an antibody specific for a GPCRX polypeptide. In a further aspect, 
the invention includes, in one or more containers, a therapeutically- or prophylactically- 
effective amount of this pharmaceutical composition. 

In a further aspect, the invention includes a method of producing a polypeptide by 
culturing a cell that includes a GPCRX nucleic acid, under conditions allowing for expression 
of the GPCRX polypeptide encoded by the DNA, If desired, the GPCRX polypeptide can 
then be recovered. 

In another aspect, the invention includes a method of detecting the presence of a 
GPCRX polypeptide in a sample. In the method, a sample is contacted with a compound that 
selectively binds to the polypeptide under conditions allowing for formation of a complex 
between the polypeptide and the compound. The complex is detected, if present, thereby 
identifying the GPCRX polypeptide within the sample. 

The invention also includes methods to identify specific cell or tissue types based on 
their expression of a GPCRX. 

Also included in the invention is a method of detecting the presence of a GPCRX 
nucleic acid molecule in a sample by contacting the sample with a GPCRX nucleic acid 
probe or primer, and detecting whether the nucleic acid probe or primer bound to a GPCRX 
nucleic acid molecule in the sample. 

In a further aspect, the invention provides a method for modulating the activity of a 
GPCRX polypeptide by contacting a cell sample that includes the GPCRX polypeptide with a 
compound that binds to the GPCRX polypeptide in an amount sufficient to modulate the 
activity of said polypeptide. The compound can be, e.g., a small molecule, such as a nucleic 
acid, peptide, polypeptide, peptidomimetic, carbohydrate, lipid or other organic (carbon 
containing) or inorganic molecule, as further described herein. 

Also within the scope of the invention is the use of a therapeutic in the manufacture of 
a medicament for treating or preventing disorders or syndromes including, e.g.. 



developmental diseases; MHCII and III diseases (immune diseases); taste and scent 
detectability disorders; Burkitt*s lymphoma; corticoneurogenic disease; signal transduction 
pathway disorders; metabolic pathway disorders; retinal diseases including those involving 
photoreception; cell growth rate disorders; cell shape disorders; metabolic disorders; feeding 
disorders; control of feeding; the metabolic syndrome X; wasting disorders associated with 
chronic diseases; obesity; potential obesity due to over-eating or metabohc disturbances; 
potential disorders due to starvation (lack of appetite); diabetes; noninsulin-dependent 
diabetes mellitus (NIDDMl); infectious disease; bacterial, fixngal, protozoal and viral 
infections (particularly infections caused by HIV-1 or HIV-2); pain; cancer (including but not 
limited to neoplasm; adenocarcinoma; lymphoma; prostate cancer; uterus cancer); cancer- 
associated cachexia; anorexia; bulimia; asthma; Parkinson's disease; acute heart failure; 
hypotension; hypertension; urinary retention; osteoporosis; Crohn's disease; multiple 
sclerosis; Albright Hereditary Ostoeodystrophy; angina pectoris; myocardial infarction; 
ulcers; allergies; benign prostatic hypertrophy; and psychotic and neurological disorders; 
including anxiety; schizophrenia; manic depression; delirium; dementia; neurodegenerative 
disorders; Alzheimer's disease; severe mental retardation; Dentatorubro-pallidoluysian 
atrophy (DRPLA); Hypophosphatemic rickets; autosomal dominant (2) acrocallosal 
syndrome and dyskinesias, such as Huntington's disease or Gilles de la Tourette syndrome; 
immune disorders; adrenoleukodystrophy; congenital adrenal hyperplasia; hemophilia; 
hypercoagulation; idiopathic thrombocytopenic purpura; autoimmume disease; 
immunodeficiencies; transplantation; Von Hippel-Lindau (VHL) syndrome; stroke; tuberous 
sclerosis; hypercalceimia; cerebral palsy; epilepsy; Lesch-Nyhan syndrome; ataxia- 
telangiectasia; Leukodystrophies; Behavioral disorders; Addiction; Neuroprotection; 
cirrhosis; transplantation; systemic lupus erythematosus; emphysema; scleroderma; ARDS; 
renal artery stenosis; interstitial nephritis; glomerulonephritis; polycystic kidney disease; 
systemic lupus erythematosus; renal tubular acidosis; IgA nephropathy; cardiomyopathy; 
atherosclerosis; congenital heart defects; aortic stenosis ; atrial septal defect (ASD); 
atrioventricular (A-V) canal defect; ductus arteriosus; pulmonary stenosis ; subaortic stenosis; 
ventricular septal defect (VSD); valve diseases; scleroderma; fertihty; pancreatitis; endocrine 
dysfunctions; growth and reproductive disorders; inflammatory bowel disease; diverticular 
disease; leukodystrophies; graft vesus host; hyperthyroidism; endometriosis; hematopoietic 
disorders and/or other pathologies and disorders of the like. The therapeutic can be, e.g., a 



GPCRX nucleic acid, a GPCRX polypeptide, or a GPCRX-specific antibody, or biologically- 
active derivatives or fragments thereof. 

For example, the compositions of the present invention will have efficacy for 
treatment of patients suffering from the diseases and disorders listed above and/or other 
pathologies and disorders. 

The polypeptides can be used as immunogens to produce antibodies specific for the 
invention, and as vaccines. They can also be used to screen for potential agonist and 
antagonist compounds. For example, a cDNA encoding GPCRX may be useful in gene 
therapy, and GPCRX may be usefiil when administered to a subject in need thereof. By way 
of nonlimiting example, the compositions of the present invention will have efficacy for 
treatment of patients suffering the diseases and disorders listed above and/or other 
pathologies and disorders. 

The invention further includes a method for screening for a modulator of disorders or 
syndromes including, e,g. , diseases and disorders listed above and/or other pathologies and 
disorders and those disorders related to cell signal processing and metabolic pathway 
modulation. The method includes contacting a test compound with a GPCRX polypeptide 
and determining if the test compound binds to said GPCRX polypeptide. Binding of the test 
compound to the GPCRX polypeptide indicates the test compound is a modulator of activity, 
or of latency or predisposition to the aforementioned disorders or syndromes. 

Also within the scope of the invention is a method for screening for a modulator of 
activity, or of latency or predisposition to an disorders or syndromes including the diseases 
and disorders listed above and/or other pathologies and disorders or other disorders related to 
cell signal processing and metabolic pathway modulation by administering a test compound 
to a test animal at increased risk for the aforementioned disorders or syndromes. The test 
animal expresses a recombinant polypeptide encoded by a GPCRX nucleic acid. Expression 
or activity of GPCRX polypeptide is then measured in the test animal, as is expression or 
activity of the protein in a control animal which recombinantly-expresses GPCRX 
polypeptide and is not at increased risk for the disorder or syndrome. Next, the expression of 
GPCRX polypeptide in both the test animal and the control animal is compared. A change in 
the activity of GPCRX polypeptide in the test animal relative to the control animal indicates 
the test compound is a modulator of latency of the disorder or syndrome. 

In yet another aspect, the invention includes a method for determining the presence of 
or predisposition to a disease associated with altered levels of a GPCRX polypeptide, a 



GPCRX nucleic acid, or both, in a subject {e.g., a human subject). The method includes 
measuring the amount of the GPCRX polypeptide in a test sample from the subject and 
comparing the amount of the polypeptide in the test sample to the amount of the GPCRX 
polypeptide present in a control sample. An alteration in the level of the GPCRX polypeptide 
in the test sample as compared to the control sample indicates the presence of or 
predisposition to a disease in the subject. Preferably, the predisposition includes diseases and 
disorders listed above and/or other pathologies and disorders. Also, the expression levels of 
the new polypeptides of the invention can be used in a method to screen for various cancers 
as well as to determine the stage of cancers. 

In a further aspect, the invention includes a method of treating or preventing a 
pathological condition associated with a disorder in a mammal by administering to the 
subject a GPCRX polypeptide, a GPCRX nucleic acid, or a GPCRX-specific antibody to a 
subject (e.g., a human subject), in an amount sufficient to alleviate or prevent the pathological 
condition. In preferred embodiments, the disorder, includes the diseases and disorders listed 
above and/or other pathologies and disorders. 

In yet another aspect, the invention can be used in a method to identity the cellular 
receptors and downstream effectors of the invention by any one of a number of techniques 
commonly employed in the art. These include but are not limited to the two-hybrid system, 
affinity purification, co-precipitation with antibodies or other specific-interacting molecules. 

Unless otherwise defined, all technical and scientific terms used herein have the same 
meaning as commonly understood by one of ordinary skill in the art to which this invention 
belongs. Although methods and materials similar or equivalent to those described herein can 
be used in the practice or testing of the present invention, suitable methods and materials are 
described below. All publications, patent applications, patents, and other references 
mentioned herein are incorporated by reference in their entirety. In the case of conflict, the 
present specification, including definitions, will control. In addition, the materials, methods, 
and examples are illustrative only and not intended to be limiting. 

Other features and advantages of the invention will be apparent from the following 
detailed description and claims. 



DETAILED DESCRIPTION OF THE INVENTION 



The invention is based, in part, upon the discovery of novel nucleic acid sequences 
that encode novel polypeptides. The nucleic acids, and their encoded polypeptides, are 
collectively designated herein as "GPCRX". 

The novel GPCRX nucleic acids of the invention include the nucleic acids whose 
sequences are provided in Table 1 (at the end of the Detailed Description), or a fragment, 
derivative, analog or homolog thereof The individual GPCRX nucleic acids and proteins are 
described below. All of the sequences listed in the attached Table 1 have a high degree of 
homology to known GPCR sequences. Exemplary homology for the sequences 
is provided in the provisional applications from which the present application claims priority. 
This homology data are incorporated herein by reference in their entirety. Within the scope 
of this invention is a method of using these nucleic acids and peptides in the treatment or 
prevention of a disorder related to cell signaling or metabolic pathway modulation. 

G-Protein Coupled Receptor proteins ("GPCRs") have been identified as a large 
family of G protein-coupled receptors in a number of species. These receptors share a seven 
transmembrane domain structure with many neurotransmitter and hormone receptors, and are 
likely to underlie the recognition and G-protein-mediated transduction of various signals. 
Human GPCR generally do not contain introns and belong to four different gene subfamilies, 
displaying great sequence variability. These genes are dominantly expressed in olfactory 
epithelium. See, e.g., Ben-Arie et al.. Hum, Mol Genet, 1994 3:229-235; and. Online 
Mendelian Inheritance in Man ("OMIM") entry#164342(http://www.ncbi.nlm.nih.gov/entrez/ 
dispomim.cgi?). 

The olfactory receptor ("OR") gene family constitutes one of the largest GPCR 
multigene families and is distributed among many chromosomal sites in the human genome. 
See Rouquier et al., Hum, Mol Genet 7(9):1337-45 (1998); Malnic et al., Cell 96:713-23 
(1999). Olfactory receptors constitute the largest family among G protein-coupled receptors, 
with up to 1000 members expected. See Vanderhaeghen et al.. Genomics 39(3):239-46 
(1997); Xie et al., Mamm. Genome 1 1(12):1070-78 (2000); Issel-Tarver et al., Proc. Natl 
Acad. ScL USA 93(20): 10897-902 (1996). The recognition of odorants by olfactory receptors 
is the first stage in odor discrimination. See Krautwurst et al., Cell 95(7):9 17-26 (1998); 
Buck et al.. Cell 65(l):175-87 (1991). Many ORs share some characteristic sequence motifs 



and have a central variable region corresponding to a putative ligand binding site. See Issel- 
Tarver et al, Proc. Natl Acad. ScL USA 93:10897-902 (1996). 

Other examples of seven membrane spanning proteins that are related to GPCRs are 
chemoreceptors. See Thomas et al, Gene 178(l-2):l-5 (1996). Chemoreceptors have been 
identified in taste, olfactory, and male reproductive tissues. See id.; Walensky et al, J. Biol. 
Chem. 273(1 6):9378-87 (1998); Parmentier et al.. Nature 355(6359):453-55 (1992); Asai et 
al., Biochem. Biophys, Res. Commun. 221(2):240-47 (1996). 

The GPCRX nucleic acids of the invention encoding GPCR-like proteins include the 
nucleic acids whose sequences are provided herein, or fragments thereof. The invention also 
includes mutant or variant nucleic acids any of whose bases may be changed from the 
corresponding base shown herein while still encoding a protein that maintains its GPCR-like 
activities and physiological functions, or a fragment of such a nucleic acid. The invention 
further includes nucleic acids whose sequences are complementary to those just described, 
including nucleic acid fragments that are complementary to any of the nucleic acids just 
described. The invention additionally includes nucleic acids or nucleic acid fragments, or 
complements thereto, whose structures include chemical modifications. Such modifications 
include, by way of nonlimiting example, modified bases, and nucleic acids whose sugar 
phosphate backbones are modified or derivatized. These modifications are carried out at least 
in part to enhance the chemical stability of the modified nucleic acid, such that they may be 
used, for example, as antisense binding nucleic acids in therapeutic applications in a subject. 

The GPCRX proteins of the invention include the GPCR-like proteins whose 
sequences are provided herein. The invention also includes mutant or variant proteins any of 
whose residues may be changed fi-om the corresponding residue shown herein while still 
encoding a protein that maintains its GPCR-like activities and physiological functions, or a 
functional fragment thereof. The invention further encompasses antibodies and antibody 
fragments, such as Fab or (Fab)2, that bind immunospecifically to any of the proteins of the 
invention. 

The GPCRX nucleic acids and proteins are useful in potential therapeutic applications 
implicated in various GPCR-related pathological disorders and/or OR-related pathological 
disorders, described further below. For example, a cDNA encoding the GPCR (or olfactory- 
receptor) like protein may be useful in gene therapy, and the receptor -like protein may be 
useful when administered to a subject in need thereof. The nucleic acids and proteins of the 
invention are also useful in potential therapeutic applications used in the treatment of 
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developmental diseases; MHCII and III diseases (immune diseases); taste and scent 
detectability disorders; Burkitt's lymphoma; corticoneurogenic disease; signal transduction 
pathway disorders; metabolic pathway disorders; retinal diseases including those involving 
photoreception; cell growth rate disorders; cell shape disorders; metabolic disorders; feeding 
disorders; control of feeding; the metabolic syndrome X; wasting disorders associated with 
chronic diseases; obesity; potential obesity due to over-eating or metabolic disturbances; 
potential disorders due to starvation (lack of appetite); diabetes; noninsulin-dependent 
diabetes mellitus (NIDDMl); infectious disease; bacterial, fungal, protozoal and viral 
infections (particularly infections caused by HIV-1 or HIV-2); pain; cancer (including but not 
limited to neoplasm; adenocarcinoma; lymphoma; prostate cancer; uterus cancer); cancer- 
associated cachexia; anorexia; bulimia; asthma; Parkinson's disease; acute heart failure; 
hypotension; hypertension; urinary retention; osteoporosis; Crohn's disease; multiple 
sclerosis; Albright hereditary ostoeodystrophy; angina pectoris; myocardial infarction; ulcers; 
allergies; benign prostatic hypertrophy; and psychotic and neurological disorders; including 
anxiety; schizophrenia; manic depression; delirium; dementia; neurodegenerative disorders; 
Alzheimer's disease; severe mental retardation; dentatorubro-pallidoluysian atrophy 
(DRPLA); hypophosphatemic rickets; autosomal dominant (2) acrocallosal syndrome and 
dyskinesias, such as Huntington's disease or Gilles de la Tourette syndrome; immune 
disorders; adrenoleukodystrophy; congenital adrenal hyperplasia; hemophilia; 
hypercoagulation; idiopathic thrombocytopenic purpura; autoimmume disease; 
immunodeficiencies; transplantation; Von Hippel-Lindau (VHL) syndrome; stroke; tuberous 
sclerosis; hypercalceimia; cerebral palsy; epilepsy; Lesch-Nyhan syndrome; ataxia- 
telangiectasia; leukodystrophies; behavioral disorders; addiction; neuroprotection; cirrhosis; 
transplantation; systemic lupus erythematosus; emphysema; scleroderma; ARDS; renal artery 
stenosis; interstitial nephritis; glomerulonephritis; polycystic kidney disease; systemic lupus 
erythematosus; renal tubular acidosis; IgA nephropathy; cardiomyopathy; atherosclerosis; 
congenital heart defects; aortic stenosis ; atrial septal defect (ASD); atrioventricular (A-V) 
canal defect; ductus arteriosus; pulmonary stenosis ; subaortic stenosis; ventricular septal 
defect (VSD); valve diseases; scleroderma; fertility; pancreatitis; endocrine dysfunctions; 
growth and reproductive disorders; inflammatory bowel disease; diverticular disease; 
leukodystrophies; graft vesus host; hyperthyroidism; endometriosis; hematopoietic disorders 
and/or other pathologies and disorders. Other GPCR-related diseases and disorders are 
contemplated. 



The protein similarity information, expression pattern, and map location for the 
olfactory receptor-like GPCR proteins and nucleic acids disclosed herein suggest that these 
olfactory receptors may have important structural and/or physiological functions 
characteristic of the olfactory receptor family. Therefore, the GPCR nucleic acids and 
proteins are useful in potential diagnostic and therapeutic applications and as a research tool. 
These include serving as a specific or selective nucleic acid or protein diagnostic and/or 
prognostic marker, wherein the presence or amount of the nucleic acid or the protein are to be 
assessed, as well as potential therapeutic applications such as the following: (i) a protein 
therapeutic, (ii) a small molecule drug target, (iii) an antibody target (therapeutic, diagnostic, 
drug targeting/cytotoxic antibody), (iv) a nucleic acid useful in gene therapy (gene 
delivery/gene ablation), and (v) a composition promoting tissue regeneration in vitro and in 
vivo (vi) biological defense weapon. 

GPCR polypeptides are useful in the generation of antibodies that bind 
immunospecifically to the GPCR polypeptides of the invention, and as vaccines. The 
antibodies are for use in therapeutic or diagnostic methods. These antibodies may be 
generated according to methods known in the art, using prediction from hydrophobicity 
charts, as described in the "Anti-GPCRX Antibodies" section below. 

GPCR polypeptides can also be used to screen for potential agonist and antagonist 
compounds. For example, a cDNA encoding the GPCR-like protein may be useful in gene 
therapy, and the GPCR-like protein may be useful when administered to a subject in need 
thereof- By way of nonlimiting example, the compositions of the present invention will have 
efficacy for treatment of patients suffering fi*om the diseases and disorders disclosed above 
and/or other pathologies and disorders. The novel nucleic acid encoding GPCR-like protein, 
and the GPCR-like protein of the invention, or firagments thereof, may further be useful in 
diagnostic applications, wherein the presence or amount of the nucleic acid or the protein are 
to be assessed. 

GPCRX Nucleic Acids and Polypeptides 

One aspect of the invention pertains to isolated nucleic acid molecules that encode 
GPCRX polypeptides or biologically active portions thereof. Also included in the invention 
are nucleic acid fragments sufficient for use as hybridization probes to identify GPCRX- 
encoding nucleic acids (eg., GPCRX mRNAs) and fragments for use as PCR primers for the 
ampHfication and/or mutation of GPCRX nucleic acid molecules. As used herein, the term 
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"nucleic acid molecule" is intended to include DNA molecules (e.g., cDNA or genomic 
DNA), RNA molecules {e,g,, mRNA), analogs of the DNA or RNA generated using 
nucleotide analogs, and derivatives, fragments and homologs thereof The nucleic acid 
molecule may be single-stranded or double-stranded, but preferably is comprised double- 
stranded DNA. 

A GPCRX nucleic acid can encode a mature GPCRX polypeptide. As used herein, a 
"mature" form of a polypeptide or protein disclosed in the present invention is the product of 
a naturally occurring polypeptide or precursor form or proprotein. The naturally occurring 
polypeptide, precursor or proprotein includes, by way of nonlimiting example, the full-length 
gene product, encoded by the corresponding gene. Alternatively, it may be defined as the 
polypeptide, precursor or proprotein encoded by an ORF described herein. The product 
"mature" form arises, again by way of nonlimiting example, as a result of one or more 
naturally occurring processing steps as they may take place within the cell, or host cell, in 
which the gene product arises. Examples of such processing steps leading to a "mature" form 
of a polypeptide or protein include the cleavage of the N-terminal methionine residue 
encoded by the initiation codon of an ORF, or the proteolytic cleavage of a signal peptide or 
leader sequence. Thus a mature form arising from a precursor polypeptide or protein that has 
residues 1 to N, where residue 1 is the N-terminal methionine, would have residues 2 through 
N remaining after removal of the N-terminal methionine. Alternatively, a mature form 
arising from a precursor polypeptide or protein having residues 1 to N, in which an N- 
terminal signal sequence from residue 1 to residue M is cleaved, would have the residues 
from residue M+1 to residue N remaining. Further as used herein, a "mature" form of a 
polypeptide or protein may arise from a step of post-translational modification other than a 
proteolytic cleavage event. Such additional processes include, by way of non-limiting 
example, glycosylation, myristoylation or phosphorylation. In general, a mature polypeptide 
or protein may result from the operation of only one of these processes, or a combination of 
any of them. 

The term "probes", as utilized herein, refers to nucleic acid sequences of variable 
length, preferably between at least about 10 nucleotides (nt), 100 nt, or as many as 
approximately, e.g., 6,000 nt, depending upon the specific use. Probes are used in the 
detection of identical, similar, or complementary nucleic acid sequences. Longer length 
probes are generally obtained from a natural or recombinant source, are highly specific, and 
much slower to hybridize than shorter-length oligomer probes. Probes may be single- or 
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double-stranded and designed to have specificity in PCR, membrane-based hybridization 
technologies, or ELISA-like technologies. 

The term "isolated" nucleic acid molecule, as utilized herein, is one, which is 
separated from other nucleic acid molecules which are present in the natural source of the 
nucleic acid. Preferably, an "isolated" nucleic acid is free of sequences which naturally flank 
the nucleic acid {i.e., sequences located at tiie 5 - and 3'-termini of the nucleic acid) in the 
genomic DNA of the organism from which the nucleic acid is derived. For example, in 
various embodiments, the isolated GPCRX nucleic acid molecules can contain less than 
about 5 kb, 4 kb, 3 kb, 2 kb, 1 kb, 0.5 kb or 0.1 kb of nucleotide sequences which naturally 
flank the nucleic acid molecule in genomic DNA of the cell/tissue from which the nucleic 
acid is derived {e.g., brain, heart, liver, spleen, etc.). Moreover, an "isolated" nucleic acid 
molecule, such as a cDNA molecule, can be substantially free of other cellular material or 
culture medium when produced by recombinant techniques, or of chemical precursors or 
other chemicals when chemically synthesized. 

A nucleic acid molecule of the invention, e.g., a nucleic acid molecule having the 
nucleotide sequence of SEQ ID N0S:1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 
33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 
83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 1 1 1, 1 13, 1 15, 1 17, 119, 121, 123, 
125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 
161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 
and 199 or a complement of this aforementioned nucleotide sequence, can be isolated using 
standard molecular biology techniques and the sequence information provided herein. Using 
all or a portion of the nucleic acid sequence of SEQ ID NOS.l, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 
21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 
71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 111, 113, 
115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 
151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 
187, 189, 191, 193, 195, 197 and 199 as a hybridization probe, GPCRX molecules can be 
isolated using standard hybridization and cloning techniques (eg., as described in Sambrook, 

et al, (eds.). Molecular Cloning: A Laboratory Manual 2"^ Ed., Cold Spring Harbor 
Laboratory Press, Cold Spring Harbor, NY, 1989; and Ausubel, et al, (eds.), CURRENT 
Protocols in Molecular Biology, John Wiley & Sons, New York, NY, 1993.) 
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A nucleic acid of the invention can be amplified using cDNA, mRNA or alternatively, 
genomic DNA, as a template and appropriate oligonucleotide primers according to standard 
PGR amplification techniques. The nucleic acid so amplified can be cloned into an 
appropriate vector and characterized by DNA sequence analysis. Furthermore, 
oligonucleotides corresponding to GPCRX nucleotide sequences can be prepared by standard 
synthetic techniques, e.g., using an automated DNA synthesizer. 

As used herein, the term "oligonucleotide" refers to a series of linked nucleotide 
residues, which oligonucleotide has a sufficient number of nucleotide bases to be used in a 
PGR reaction. A short oligonucleotide sequence may be based on, or designed from, a 
genomic or cDNA sequence and is used to amplify, confirm, or reveal the presence of an 
identical, similar or complementary DNA or RNA in a particular cell or tissue. 
Oligonucleotides comprise portions of a nucleic acid sequence having about 10 nt, 50 nt, or 
100 nt in length, preferably about 15 nt to 30 nt in length. In one embodiment of the 
invention, an oligonucleotide comprising a nucleic acid molecule less than 100 nt in length 
would further comprise at least 6 contiguous nucleotides of SEQ ID N0S:1, 3, 5, 7, 9, 1 1, 13, 
15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 
65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 
111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 
147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 
183, 185, 187, 189, 191, 193, 195, 197 and 199, or a complement thereof. Oligonucleotides 
may be chemically synthesized and may also be used as probes. 

In another embodiment, an isolated nucleic acid molecule of the invention comprises 
a nucleic acid molecule that is a complement of the nucleotide sequence shown in SEQ ID 
N0S:1, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 
51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 
101, 103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 
137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 
173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199, or a portion of this 
nucleotide sequence (e.g., a firagment that can be used as a probe or primer or a fragment 
encoding a biologically-active portion of a GPGRX polypeptide). A nucleic acid molecule 
that is complementary to the nucleotide sequence shown in SEQ ID NOS: 1, 3, 5, 7, 9, 1 1, 13, 
15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 
65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 
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Ill, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 
147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 
183, 185, 187, 189, 191, 193, 195, 197 and 199 is one that is sufficiently complementary to 
the nucleotide sequence shown in SEQ ID NOS: 1 , 3, 5, 7, 9, 1 1 , 1 3, 1 5, 1 7, 1 9, 2 1 , 23, 25, 
27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 
77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 1 1 1, 1 13, 1 15, 1 17, 
119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 
155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 
191, 193, 195, 197 and 199 that it can hydrogen bond with little or no mismatches to the 
nucleotide sequence shown SEQ ID NOSil, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 
31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 
81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 1 1 1, 1 13, 1 15, 1 17, 1 19, 121, 
123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 
159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 
195, 197 and 199, thereby forming a stable duplex. 

As used herein, the term "complementary" refers to Watson-Crick or Hoogsteen base 
pairing between nucleotides units of a nucleic acid molecule, and the term "binding" means 
the physical or chemical interaction between two polypeptides or compounds or associated 
polypeptides or compounds or combinations thereof. Binding includes ionic, non-ionic, van 
der Waals, hydrophobic interactions, and the like. A physical interaction can be either direct 
or indirect. Indirect interactions may be through or due to the effects of another polypeptide 
or compound. Direct binding refers to interactions that do not take place through, or due to, 
the effect of another polypeptide or compound, but instead are without other substantial 
chemical intermediates. 

Fragments provided herein are defined as sequences of at least 6 (contiguous) nucleic 
acids or at least 4 (contiguous) amino acids, a length sufficient to allow for specific 
hybridization in the case of nucleic acids or for specific recognition of an epitope in the case 
of amino acids, respectively, and are at most some portion less than a full length sequence. 
Fragments may be derived fi:om any contiguous portion of a nucleic acid or amino acid 
sequence of choice. Derivatives are nucleic acid sequences or amino acid sequences formed 
firom the native compounds either directly or by modification or partial substitution. Analogs 
are nucleic acid sequences or amino acid sequences that have a structure similar to, but not 
identical to, the native compound but differs from it in respect to certain components or side 
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chains. Analogs may be S3nithetic or from a different evolutionary origin and may have a 
similar or opposite metabolic activity compared to wild type. Homologs are nucleic acid 
sequences or amino acid sequences of a particular gene that are derived from different 
species. 

5 Derivatives and analogs may be full length or other than full length, if the derivative 

or analog contains a modified nucleic acid or amino acid, as described below. Derivatives or 
analogs of the nucleic acids or proteins of the invention include, but are not limited to, 
molecules comprising regions that are substantially homologous to the nucleic acids or 
proteins of the invention, in various embodiments, by at least about 70%, 80%, or 95% 

10 identity (with a preferred identity of 80-95%) over a nucleic acid or amino acid sequence of 
identical size or when compared to an aligned sequence in which the alignment is done by a 
computer homology program known in the art, or whose encoding nucleic acid is capable of 
hybridizing to the complement of a sequence encoding the aforementioned proteins under 
stringent, moderately stringent, or low stringent conditions. See e,g, Ausubel, et aL, 

15 Current Protocols im Molecular Biology, John Wiley & Sons, New York, NY, 1993, 
and below. 

A "homologous nucleic acid sequence" or "homologous amino acid sequence," or 
variations thereof, refer to sequences characterized by a homology at the nucleotide level or 
amino acid level as discussed above. Homologous nucleotide sequences encode those 

20 sequences coding for isoforms of GPCRX polypeptides. Isoforms can be expressed in 
different tissues of the same organism as a result of, for example, alternative splicing of 
RNA. Alternatively, isoforms can be encoded by different genes. In the invention, 
homologous nucleotide sequences include nucleotide sequences encoding for a GPCRX 
polypeptide of species other than humans, including, but not limited to: vertebrates, and thus 

25 can include, e.g., frog, mouse, rat, rabbit, dog, cat cow, horse, and other organisms. 

Homologous nucleotide sequences also include, but are not limited to, naturally occurring 
allelic variations and mutations of the nucleotide sequences set forth herein. A homologous 
nucleotide sequence does not, however, include the exact nucleotide sequence encoding 
huma GPCRX protein. Homologous nucleic acid sequences include those nucleic acid 

30 sequences that encode conservative amino acid substitutions (see below) in SEQ ID NOS: 1 , 
3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 
55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 
103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 
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139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 
175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199, as well as a polypeptide 
possessing GPCRX biological activity. Various biological activities of the GPCRX proteins 
are described below. 

5 A GPCRX polypeptide is encoded by the open reading frame ("ORF") of a GPCRX 

nucleic acid. An ORF corresponds to a nucleotide sequence that could potentially be 
translated into a polypeptide. A stretch of nucleic acids comprising an ORF is uninterrupted 
by a stop codon. An ORF that represents the coding sequence for a full protein begins with 
an ATG "start" codon and terminates with one of the three "stop" codons, namely, TAA, 
10 TAG, or TGA. For the purposes of this invention, an ORF may be any part of a coding 

sequence, with or without a start codon, a stop codon, or both. For an ORF to be considered 
as a good candidate for coding for a bona fide cellular protein, a minimum size requirement is 
often set, e.g., a stretch of DNA that would encode a protein of 50 amino acids or more. 
VZ The nucleotide sequences determined firom the cloning of the huma GPCRX genes 

C3 1 5 allows for the generation of probes and primers designed for use in identifying and^r cloning 
IS J^J GPCRX homologues in other cell types, e,g. from other tissues, as well as GPCRX 

Cn homologues from other vertebrates. The probe/primer typically comprises substantially 

il purified oligonucleotide. The oligonucleotide typically comprises a region of nucleotide 

^ sequence that hybridizes under stringent conditions to at least about 12, 25, 50, 100, 1 50, 200, 

jfl li 20 250, 300, 350 or 400 consecutive sense strand rmcleotide sequence of SEQ ID NOS: 1, 3, 5, 7, 

9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43,45, 47, 49, 51, 53, 55, 57, 
5 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 

107, 109, 1 1 1, 1 13, 1 15, 1 17, 1 19, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 
143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 
25 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199; or an anti-sense strand nucleotide 
sequence of SEQ ID N0S:1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 
39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 
89,91,93, 95, 97, 99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 
129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 
30 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199; 
or of a naturally occurring mutant of SEQ ID N0S:1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 
27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 
77, 79,81,83, 85, 87, 89,91,93, 95, 97,99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 



119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 
155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 
191, 193, 195, 197 and 199. 

Probes based on the huma GPCRX nucleotide sequences can be used to detect 
5 transcripts or genomic sequences encoding the same or homologous proteins. In various 

embodiments, the probe further comprises a label group attached thereto, e.g. the label group 
can be a radioisotope, a fluorescent compound, an enzyme, or an enzyme co-factor. Such 
probes can be used as a part of a diagnostic test kit for identifying cells or tissues which mis- 
express a GPCRX protein, such as by measuring a level of a GPCRX-encoding nucleic acid 

10 in a sample of cells from a subject e.g., detecting GPCRX mRNA levels or determining 
whether a genomic GPCRX gene has been mutated or deleted. 

"A polypeptide having a biologically-active portion of a GPCRX polypeptide" refers 
to polypeptides exhibiting activity similar, but not necessarily identical to, an activity of a 
polypeptide of the invention, including mature forms, as measured in a particular biological 

15 assay, with or without dose dependency. A nucleic acid fragment encoding a "biologically- 
active portion of GPCRX" can be prepared by isolating a portion SEQ ID NOS: 1, 3, 5, 7, 9, 
11,13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 
61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 
107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 

20 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 

179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199 that encodes a polypeptide having a 
GPCRX biological activity (the biological activities of the GPCRX proteins are described 
below), expressing the encoded portion of GPCRX protein (e.g., by recombinant expression 
in vitro) and assessing the activity of the encoded portion of GPCRX. 

25 GPCRX Nucleic Acid and Polypeptide Variants 

The invention further encompasses nucleic acid molecules that differ from the 
nucleotide sequences shown SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 
31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 
81,83, 85, 87, 89,91,93, 95, 97, 99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 
30 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 
159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 
195, 197 and 199 due to degeneracy of the genetic code and thus encode the same GPCRX 
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proteins as that encoded by the nucleotide sequences shown in SEQ ID NOS: 1, 3, 5, 7, 9, 11 , 
13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 
63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 
109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 
145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 
181, 183, 185, 187, 189, 191, 193, 195, 197 and 199. In another embodiment, an isolated 
nucleic acid molecule of the invention has a nucleotide sequence encoding a protein having 
an amino acid sequence shown in SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 
28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 74, 76, 
78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 1 10, 1 12, 1 14. 1 16, 118. 
120, 122, 124, 126, 128, 130, 132, 134, 136. 138. 140, 142, 144, 146, 148, 150, 152, 154. 
156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 184, 186, 188, 190, 
192, 194, 196, 198 and 200. In addition to the huma GPCRX nucleotide sequences shown in 
SEQ ID N0S:1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 
47, 49, 51, 53, 55, 57, 59, 61. 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 
97, 99, 101, 103, 105, 107, 109, 1 1 1, 1 13, 1 15, 1 17, 1 19, 121, 123, 125, 127, 129, 131, 133, 
135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 
171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199 it will be 
appreciated by those skilled in tiie art that DNA sequence polymorphisms that lead to 
changes in the amino acid sequences of the GPCRX polypeptides may exist within a 
population (e.g., the human population). Such genetic polymorphism in the GPCRX genes 
may exist among individuals within a population due to natural allelic variation. As used 
herein, the terms "gene" and "recombinant gene" refer to nucleic acid molecules comprising 
an open reading frame (ORF) encoding a GPCRX protein, preferably a vertebrate GPCRX 
protein. Such natural allelic variations can typically result in 1-5% variance in the nucleotide 
sequence of the GPCRX genes. Any and all such nucleotide variations and resulting amino 
acid polymorphisms in the GPCRX polypeptides, which are the resuU of natural allelic 
variation and that do not alter the functional activity of the GPCRX polypeptides, are 
intended to be within the scope of the invention. 

Moreover, nucleic acid molecules encoding GPCRX proteins fix)m other species, and 
thus that have a nucleotide sequence that differs fi-om the human sequence SEQ ID NOS: 1 , 3, 
5. 7, 9. 11, 13, 15, 17, 19,21,23, 25, 27, 29,31,33,35, 37,39,41,43,45,47,49,51,53, 55, 
57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 
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105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 
141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 
177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199 are intended to be within the 
scope of the invention. Nucleic acid molecules corresponding to natural allelic variants and 
5 homologues of the GPCRX cDNAs of the invention can be isolated based on their homology 
to the huma GPCRX nucleic acids disclosed herein using the human cDNAs, or a portion 
thereof, as a hybridization probe according to standard hybridization techniques under 
stringent hybridization conditions. 

Accordingly, in another embodiment, an isolated nucleic acid molecule of the 

10 invention is at least 6 nucleotides in length and hybridizes under stringent conditions to the 
nucleic acid molecule comprising the nucleotide sequence of SEQ ID N0S:1, 3, 5, 7, 9, 1 1, 
13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 
63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 
109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 

15 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 
181, 183, 185, 187, 189, 191, 193, 195, 197 and 199, In another embodiment, the nucleic 
acid is at least 10, 25, 50, 100, 250, 500, 750, 1000, 1500, or 2000 or more nucleotides in 
length. In yet another embodiment, an isolated nucleic acid molecule of the invention 
hybridizes to the coding region. As used herein, the term "hybridizes under stringent 

20 conditions" is intended to describe conditions for hybridization and washing under which 
nucleotide sequences at least 60% homologous to each other typically remain hybridized to 
each other. 

Homologs (/.e., nucleic acids encoding GPCRX proteins derived from species other 
than human) or other related sequences (e.g., paralogs) can be obtained by low, moderate or 
25 high stringency hybridization with all or a portion of the particular human sequence as a 
probe using methods well known in the art for nucleic acid hybridization and cloning. 

As used herein, the phrase "stringent hybridization conditions" refers to conditions 
under which a probe, primer or oligonucleotide will hybridize to its target sequence, but to no 
other sequences. Stringent conditions are sequence-dependent and will be different in 
30 different circumstances. Longer sequences hybridize specifically at higher temperatures than 
shorter sequences. Generally, stringent conditions are selected to be about 5 °C lower than the 
thermal melting point (Tm) for the specific sequence at a defined ionic strength and pH. The 
Tm is the temperature (under defined ionic strength, pH and nucleic acid concentration) at 
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which 50% of the probes complementary to the target sequence hybridize to the target 
sequence at equilibrium. Since the target sequences are generally present at excess, at Tm, 
50% of the probes are occupied at equilibrium. Typically, stringent conditions will be those 
in which the salt concentration is less than about 1.0 M sodium ion, typically about 0.01 to 
5 1 .0 M sodium ion (or other salts) at 

pH 7.0 to 8,3 and the temperature is at least about 30X for short probes, primers or 
oligonucleotides (e.g., 10 nt to 50 nt) and at least about 60''C for longer probes, primers and 
oligonucleotides. Stringent conditions may also be achieved with the addition of 
destabilizing agents, such as formamide. 

10 Stringent conditions are known to those skilled in the art and can be found in Ausubel, 

ei aL, (eds.), CURRENT PROTOCOLS IN MOLECULAR BlOLOGY, John Wiley & Sons, N. Y. 
(1989), 6.3.1-6.3.6. Preferably, the conditions are such that sequences at least about 65%, 
70%, 75%, 85%, 90%, 95%, 98%, or 99% homologous to each other typically remain 
hybridized to each other. A non-limiting example of stringent hybridization conditions are 

15 hybridization in a high salt buffer comprising 6X SSC, 50 mM Tris-HCl (pH 7.5), 1 mM 
EDTA, 0.02% PVP, 0-02% FicoU, 0.02% BSA, and 500 mg/ml denatured salmon sperm 
DNA at 65*^0, followed by one or more washes in 0.2X SSC, 0.01% BSA at 50°C. An 
isolated nucleic acid molecule of the invention that hybridizes under stringent conditions to 
the sequences of SEQ ID N0S:1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 

20 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 
87, 89,91,93, 95, 97, 99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 
127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 
163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 
199 corresponds to a naturally-occurring nucleic acid molecule. As used herein, a 

25 "naturally-occurring" nucleic acid molecule refers to an RNA or DNA molecule having a 
nucleotide sequence that occurs in nature (e.g., encodes a natural protein). 

In a second embodiment, a nucleic acid sequence that is hybridizable to the nucleic 
acid molecule comprising the nucleotide sequence of SEQ ID N0S:1, 3, 5, 7, 9, 11, 13, 15, 
17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 

30 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 1 11, 
113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 
149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 
185, 187, 189, 191, 193, 195, 197 and 199 or fragments, analogs or derivatives thereof, under 
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conditions of moderate stringency is provided. A non-limiting example of moderate 
stringency hybridization conditions are hybridization in 6X SSC, 5X Denhardt's solution, 
0.5% SDS and 100 mg/ml denatured salmon sperm DNA at 55°C, followed by one or more 
washes in IX SSC, 0.1% SDS at S^^C, Other conditions of moderate stringency that may be 
5 used are well-known within the art. See, e,g,, Ausubel, et ai (eds.), 1993, CURRENT 

Protocols in Molecular Biology, John Wiley & Sons, NY, and Kxiegler, 1990; Gene 
Transfer and Expression, A Laboratory Manual, Stockton Press, NY. 

In a third embodiment, a nucleic acid that is hybridizable to the nucleic acid molecule 
comprising the nucleotide sequences of SEQ ID N0S:1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 

10 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 
75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 
119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 
155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 
191, 193, 195, 197 and 199 or fragments, analogs or derivatives thereof, under conditions of 

15 low stringency, is provided. A non-limiting example of low stringency hybridization 

conditions are hybridization in 35% formamide, 5X SSC, 50 mM Tris-HCl (pH 7.5), 5 mM 
EDTA, 0.02% PVP, 0.02% Ficoll, 0.2% BSA, 100 mg/ml denatured salmon sperm DNA, 
10% (wt/vol) dextran sulfate at 40°C, followed by one or more washes in 2X SSC, 25 mM 
Tris-HCl (pH 7,4), 5 mM EDTA, and 0.1% SDS at SO^'C, Other conditions of low stringency 

20 that may be used are well known in the art (e.g., as employed for cross-species 

hybridizations). See, e.g., Ausubel, et al (eds.), 1993, CURRENT PROTOCOLS IN MOLECULAR 
Biology, John Wiley & Sons, NY, and Kriegler, 1990, GENE TRANSFER AND EXPRESSION, A 
Laboratory Manual, Stockton Press, NY; Shilo and Weinberg, 1981. Proc Natl Acad Sci 
USA 78: 6789-6792. 

25 

Conservative Mutations 

In addition to naturally-occurring allelic variants of GPCRX sequences that may exist 
in the population, the skilled artisan will further appreciate that changes can be introduced by 
mutation into the nucleotide sequences of SEQ ID N0S:1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 
30 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 
73,75,77, 79,81,83,85, 87, 89,91,93,95, 97, 99, 101, 103, 105, 107, 109, 111, 113, 115, 
117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 
153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 
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189, 191, 193, 195, 197 and 199 thereby leading to changes in the amino acid sequences of 
the encoded GPCRX proteins, without altering the functional ability of said GPCRX proteins. 
For example, nucleotide substitutions leading to amino acid substitutions at "non-essential" 
amino acid residues can be made in the sequence of SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 
5 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 
68, 70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 110, 
112, 114, 116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 142, 144, 146, 
148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 
184, 186, 188, 190, 192, 194, 196, 198 and 200. A "non-essential" amino acid residue is a 

10 residue that can be altered from the wild-type sequences of the GPCRX proteins without 
altering their biological activity, whereas an "essential" amino acid residue is required for 
such biological activity. For example, amino acid residues that are conserved among the 
GPCRX proteins of the invention are predicted to be particularly non-amenable to alteration. 
Amino acids for which conservative substitutions can be made are well-known within the art. 

15 Another aspect of the invention pertains to nucleic acid molecules encoding GPCRX 

proteins that contain changes in amino acid residues tiiat are not essential for activity. Such 
GPCRX proteins differ in amino acid sequence from SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 
18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 
68, 70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 1 10, 

20 112, 114, 116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 142, 144, 146, 
148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 
184, 186, 188, 190, 192, 194, 196, 198 and 200 yet retain biological activity. In one 
embodiment, the isolated nucleic acid molecule comprises a nucleotide sequence encoding a 
protein, wherein the protein comprises an amino acid sequence at least about 45% 

25 homologous to the amino acid sequences of SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 
22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 
72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 1 10, 1 12, 1 14, 
116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 142, 144, 146, 148, 150, 
152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 184, 186, 

30 1 88, 1 90, 1 92, 1 94, 1 96, 1 98 and 200. Preferably, the protein encoded by the nucleic acid 

molecule is at least about 60% homologous to SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 
22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 
72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 1 10, 1 12, 1 14, 
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116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 142, 144, 146, 148, 150, 
152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 184, 186, 
188, 190, 192, 194, 196, 198 and 200; more preferably at least about 70% homologous to 
SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 
5 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 74, 76, 78, 80, 82. 84, 86, 88, 90, 92, 94, 
96, 98, 100, 102, 104, 106, 108, 110, 112, 114, 116, 118, 120, 122, 124, 126. 128, 130, 132, 
134, 136. 138, 140, 142, 144, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 
170, 172, 174, 176, 178, 180, 182, 184, 186, 188. 190, 192, 194, 196, 198 and 200; still more 
preferably at least about 80% homologous to SEQ ID NOS: 2. 4, 6, 8, 10, 12, 14, 16, 1 8, 20, 

10 22, 24, 26, 28, 30. 32, 34, 36, 38, 40, 42, 44, 46, 48, 50. 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 
72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106. 108. 1 10, 1 12. 1 14. 
116, 118, 120, 122, 124, 126. 128, 130, 132, 134. 136. 138, 140. 142, 144, 146, 148, 150, 
152, 154, 156, 158, 160, 162. 164, 166, 168, 170. 172, 174, 176, 178, 180, 182. 184. 186, 
188. 190, 192, 194, 196, 198 and 200; even more preferably at least about 90% homologous 

15 to SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 
44, 46, 48, 50, 52, 54, 56, 58, 60. 62, 64, 66, 68, 70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 
94, 96, 98, 100, 102, 104, 106, 108. 110, 112, 114, 116. 118, 120, 122, 124, 126, 128, 130. 
132, 134, 136, 138, 140, 142, 144, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 
168, 170, 172, 174, 176, 178, 180, 182, 184, 186, 188, 190, 192, 194, 196, 198 and 200; and 

20 most preferably at least about 95% homologous to SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 
20, 22, 24, 26, 28, 30, 32, 34, 36. 38, 40, 42, 44, 46, 48, 50, 52, 54, 56. 58, 60, 62, 64, 66, 68, 
70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 1 10, 1 12, 
114, 116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 142, 144, 146, 148, 
150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 184, 

25 186, 188, 190, 192, 194, 196, 198 and 200. An isolated nucleic acid molecule encoding a 

GPCRX protein homologous to the protein of SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 
22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 
72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104. 106, 108, 1 10, 1 12, 1 14, 
116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 142, 144, 146, 148, 150, 

30 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 184, 186, 
1 88, 1 90, 1 92, 1 94, 1 96, 1 98 and 200 can be created by introducing one or more nucleotide 
substitutions, additions or deletions into the nucleotide sequence of SEQ ID N0S:1, 3, 5, 7, 9, 
11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 

23 



61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 
107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 
143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 
179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199 such that one or more amino acid 

5 substitutions, additions or deletions are introduced into the encoded protein. 

Mutations can be introduced into SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 
24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 
74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 110, 112, 114, 116, 
118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 142, 144, 146, 148, 150, 152, 

10 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 184, 186, 188, 
190, 192, 194, 196, 198 and 200 by standard techniques, such as site-directed mutagenesis 
and PCR-mediated mutagenesis. Preferably, conservative amino acid substitutions are made 
at one or more predicted, non-essential amino acid residues, A "conservative amino acid 
substitution" is one in which the amino acid residue is replaced with an amino acid residue 

1 5 having a similar side chain. Families of amino acid residues having similar side chains have 
been defined within the art. These families include amino acids with basic side chains {e.g., 
lysine, arginine, histidine), acidic side chains (e.g., aspartic acid, glutamic acid), uncharged 
polar side chains (^.g., glycine, asparagine, glutamine, serine, threonine, tyrosine, cysteine), 
nonpolar side chains {e.g., alanine, valine, leucine, isoleucine, proline, phenylalanine, 

20 methionine, tryptophan), beta-branched side chains (eg., threonine, valine, isoleucine) and 
aromatic side chains (eg., tyrosine, phenylalanine, tryptophan, histidine). Thus, a predicted 
non-essential amino acid residue in the GPCRX protein is replaced with another amino acid 
residue from the same side chain family. Alternatively, in another embodiment, mutations 
can be introduced randomly along all or part of a GPCRX coding sequence, such as by 

25 saturation mutagenesis, and the resultant mutants can be screened for GPCRX biological 

activity to identify mutants that retain activity. Following mutagenesis of SEQ ID NOS: 1, 3, 
5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 
57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 
105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 

30 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 
177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199, the encoded protein can be 
expressed by any recombinant technology knovm in the art and the activity of the protein can 
be determined. 

24 



The relatedness of amino acid families may also be determined based on side chain 
interactions. Substituted amino acids may be fully conserved "strong" residues or fully 
conserved "weak" residues. The "strong" group of conserved amino acid residues may be any 
one of the following groups: STA, NEQK, NHQK, NDEQ, QHRK, MILV, MILF, HY, 
5 FYW, wherein the single letter amino acid codes are grouped by those amino acids that may 
be substituted for each other. Likewise, the "weak" group of conserved residues may be any 
one of the following: CSA, ATV, SAG, STNK, STPA, SGND, SNDEQK, NDEQHK, 
NEQHRK, VLIM, HFY, wherein the letters within each group represent the single letter 
amino acid code. 

10 In one embodiment, a mutant GPCRX protein can be assayed for (/) the ability to 

form proteiniprotein interactions with other GPCRX proteins, other cell-surface proteins, or 
biologically-active portions thereof, (//) complex formation between a mutant GPCRX 
protein and a GPCRX ligand; or (Hi) the ability of a mutant GPCRX protein to bind to an 
intracellular target protein or biologically-active portion thereof; (e.g, avidin proteins). 

1 5 In yet another embodiment, a mutant GPCRX protein can be assayed for the ability to 

regulate a specific biological function (e.g., regulation of insulin release). 

Antisense Nucleic Acids 

Another aspect of the invention pertains to isolated antisense nucleic acid molecules 
that are hybridizable to or complementary to the nucleic acid molecule comprising the 

20 nucleotide sequence ofSEQ ID N0S:1, 3, 5, 7, 9, 11, 13, 15, 17, 19,21,23,25,27,29,31, 
33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 
83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 
125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 
161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 

25 and 199, or fragments, analogs or derivatives thereof An "antisense" nucleic acid comprises 
a nucleotide sequence that is complementary to a "sense" nucleic acid encoding a protein 
(e.g., complementary to the coding strand of a double-stranded cDNA molecule or 
complementary to an mRNA sequence). In specific aspects, antisense nucleic acid molecules 
are provided that comprise a sequence complementary to at least about 10, 25, 50, 100, 250 

30 or 500 nucleotides or an entire GPCRX coding strand, or to only a portion thereof. Nucleic 
acid molecules encoding fragments, homologs, derivatives and analogs of a GPCRX protein 
of SEQ ID NOSil, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 
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45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 
95, 97, 99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 
133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 
169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199, or 
antisense nucleic acids complementary to a GPCRX nucleic acid sequence of SEQ ID 
NOSrl, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 
51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 
101, 103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 
137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 
173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199, are additionally 
provided. 

In one embodiment, an antisense nucleic acid molecule is antisense to a "coding 
region" of the coding strand of a nucleotide sequence encoding a GPCRX protein. The term 
"coding region" refers to the region of the nucleotide sequence comprising codons which are 
translated into amino acid residues. In another embodiment, the antisense nucleic acid 
molecule is antisense to a "noncoding region" of the coding strand of a nucleotide sequence 
encoding the GPCRX protein. The term "noncoding region" refers to 5* and 3' sequences 
which flank the coding region that are not translated into amino acids (z.a, also referred to as 
5' and 3' untranslated regions). 

Given the coding strand sequences encoding the GPCRX protein disclosed herein, 
antisense nucleic acids of the invention can be designed according to the rules of Watson and 
Crick or Hoogsteen base pairing. The antisense nucleic acid molecule can be complementary 
to the entire coding region of GPCRX mRNA, but more preferably is an oligonucleotide that 
is antisense to only a portion of the coding or noncoding region of GPCRX mRNA. For 
example, the antisense oligonucleotide can be complementary to the region surrounding the 
translation start site of GPCRX mRNA. An antisense oligonucleotide can be, for example, 
about 5, 10, 15, 20, 25, 30, 35, 40, 45 or 50 nucleotides in length. An antisense nucleic acid 
of the invention can be constructed using chemical synthesis or enzymatic ligation reactions 
using procedures known in the art. For example, an antisense nucleic acid (e.g., an antisense 
oligonucleotide) can be chemically synthesized using naturally-occurring nucleotides or 
variously modified nucleotides designed to increase the biological stability of the molecules 
or to increase the physical stability of the duplex formed between the antisense and sense 
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nucleic acids (e.g., phosphorothioate derivatives and acridine substituted nucleotides can be 
used). 

Examples of modified nucleotides that can be used to generate the antisense nucleic 
acid include: 5-fluorouracil, 5-bromouracil, 5-chlorouracil, 5-iodouracil, hypoxanthine, 
xanthine, 4-acetylcytosine, 5-(carboxyhydroxylmethyl) uracil, 5-carboxymethylaminomethyl- 
2-thiouridine, 5-carboxymethylaminomethyluracil, dihydrouracil, beta-D-galactosylqueosine, 
inosine, N6-isopentenylademne, l-methylguanine, 1-methylinosine, 2,2-dimethylguanine, 
2-methyladenine, 2-methylguanine, 3-methylcytosine, 5-methylcytosine, N6-adenine, 
7-methylguanine, 5-methylaminomethyluracil, 5-methoxyaminomethyl-2-thiouracil, 
beta-D-mannosylqueosine, 5'-methoxycarboxymethyluracil, 5-methoxyuracil, 
2-methyIthio-N6-isopentenyladenine, uracil-5-oxy acetic acid (v), wybutoxosine, 
pseudouracil, queosine, 2-thiocytosine, 5-methyl-2-thiouracil, 2-thiouracil, 4-thiouracil, 
5-methyluracil, uracil-5-oxyacetic acid methylester, uracil-5-oxyacetic acid (v), 
5-methyl-2-thiouracil, 3-(3-amino-3-N-2-carboxypropyl) uracil, (acp3)w, and 
2,6-diaminopurine. Alternatively, the antisense nucleic acid can be produced biologically 
using an expression vector into which a nucleic acid has been subcloned in an antisense 
orientation (Le., RNA transcribed from the inserted nucleic acid will be of an antisense 
orientation to a target nucleic acid of interest, described further in the following subsection). 

The antisense nucleic acid molecules of the invention are typically administered to a 
subject or generated in situ such that they hybridize with or bind to cellular mRNA and/or 
genomic DNA encoding a GPCRX protein to thereby inhibit expression of the protein (e,g,, 
by inhibiting transcription and/or translation). The hybridization can be by conventional 
nucleotide complementarity to form a stable duplex, or, for example, in the case of an 
antisense nucleic acid molecule that binds to DNA duplexes, through specific interactions in 
the major groove of the double helix. An example of a route of administration of antisense 
nucleic acid molecules of the invention includes direct injection at a tissue site. 
Alternatively, antisense nucleic acid molecules can be modified to target selected cells and 
then administered systemically. For example, for systemic administration, antisense 
molecules can be modified such that they specifically bind to receptors or antigens expressed 
on a selected cell surface (e.g., by linking the antisense nucleic acid molecules to peptides or 
antibodies that bind to cell surface receptors or antigens). The antisense nucleic acid 
molecules can also be delivered to cells using the vectors described herein. To achieve 
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sufficient nucleic acid molecules, vector constructs in which the antisense nucleic acid 
molecule is placed under the control of a strong pol II or pol III promoter are preferred. 

In yet another embodiment, the antisense nucleic acid molecule of the invention is an 
a-anomeric nucleic acid molecule. An a-anomeric nucleic acid molecule forms specific 
5 double-stranded hybrids v^^ith complementary RNA in which, contrary to the usual p-units, 
the strands run parallel to each other. See, e.g., Gaultier, et a/., 1987. Nucl Acids Res. 15: 
6625-6641 . The antisense nucleic acid molecule can also comprise a 
2*-o-methylribonucleotide (see, eg., Inoue, et al. 1987. Nucl Acids Res, 15: 6131-6148) or a 
chimeric RNA-DNA analogue (see, e.g., Inoue, etal., 1987. FEES Lett 215: 327-330. 

10 

Ribozymes and PNA Moieties 

Nucleic acid modifications include, by way of non-limiting example, modified bases, 
and nucleic acids whose sugar phosphate backbones are modified or derivatized. These 
modifications are carried out at least in part to enhance the chemical stability of the modified 

15 nucleic acid, such that they may be used, for example, as antisense binding nucleic acids in 
therapeutic applications in a subject. 

In one embodiment, an antisense nucleic acid of the invention is a ribozyme. 
Ribozymes are catalytic RNA molecules with ribonuclease activity that are capable of 
cleaving a single-stranded nucleic acid, such as an mRNA, to which they have a 

20 complementary region. Thus, ribozymes (e.g., hammerhead ribozymes as described in 
Haselhoff and Gerlach 1988. Nature 334: 585-591) can be used to catalytically cleave 
GPCRX mRNA transcripts to thereby inhibit translation of GPCRX mRNA. A ribozyme 
having specificity for a GPCRX-encoding nucleic acid can be designed based upon the 
nucleotide sequence of a GPCRX cDNA disclosed herein (i.e., SEQ ID NOS: 1, 3, 5, 7, 9, 1 1, 

25 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 
63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 
109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 
145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 
181, 183, 185, 187, 189, 191, 193, 195, 197 and 199). For example, a derivative of a 

30 Tetrahymena L-19 IVS RNA can be constructed in which the nucleotide sequence of the 

active site is complementary to the nucleotide sequence to be cleaved in a GPCRX-encoding 
mRNA. See, e.g., U.S. Patent 4,987,071 to Cech, et al and U.S. Patent 5,1 16,742 to Cech, et 
al GPCRX mRNA can also be used to select a catalytic RNA having a specific ribonuclease 
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activity from a pool of RNA molecules. See, e.g., Bartel et aL, (1993) Science 
261:1411-1418. 

Alternatively, GPCRX gene expression can be inhibited by targeting nucleotide 
sequences complementary to the regulatory region of the GPCRX nucleic acid (e.g., the 
GPCRX promoter and/or enhancers) to form triple helical structures that prevent transcription 
of the GPCRX gene in target cells. See, e.g., Helene, 1991. Anticancer Drug Des, 6: 569-84; 
Helene, et al. 1992, Ann, KY. Acad. Sci. 660: 27-36; Maher, 1992. Bioassays 14: 807-15, 

In various embodiments, the GPCRX nucleic acids can be modified at the base 
moiety, sugar moiety or phosphate backbone to improve, e.g., the stability, hybridization, or 
solubility of the molecule. For example, the deoxyribose phosphate backbone of the nucleic 
acids can be modified to generate peptide nucleic acids. See, e.g., Hyrup, et aL, 1996. Bioorg 
Med Chem 4: 5-23. As used herein, the terms "peptide nucleic acids" or "PNAs" refer to 
nucleic acid mimics {e.g., DNA mimics) in which the deoxyribose phosphate backbone is 
replaced by a pseudopeptide backbone and only the four natural nucleobases are retained. 
The neutral backbone of PNAs has been shown to allow for specific hybridization to DNA 
and RNA under conditions of low ionic strength. The synthesis of PNA oligomers can be 
performed using standard solid phase peptide synthesis protocols as described in Hyrup, et 
al, 1996. supra\ Perry-O'Keefe, et al., 1996. Proc. Natl. Acad. Sci. USA 93: 14670-14675. 

PNAs of GPCRX can be used in therapeutic and diagnostic applications. For 
example, PNAs can be used as antisense or antigene agents for sequence-specific modulation 
of gene expression by, e.g., inducing transcription or translation arrest or inhibiting 
replication. PNAs of GPCRX can also be used, for example, in the analysis of single base 
pair mutations in a gene (e.g., PNA directed PCR clamping; as artificial restriction enzymes 
when used in combination with other enzymes, e.g.. Si nucleases (see, Hyrup, et al., 
\996.supra); or as probes or primers for DNA sequence and hybridization (see, Hyrup, et al., 
1996, supra; Perry-O'Keefe, et al, 1996, supra). 

In another embodiment, PNAs of GPCRX can be modified, e.g., to enhance their 
stability or cellular uptake, by attaching lipophilic or other helper groups to PNA, by the 
formation of PNA-DNA chimeras, or by the use of liposomes or other techniques of drug 
delivery known in the art. For example, PNA-DNA chimeras of GPCRX can be generated 
that may combine the advantageous properties of PNA and DNA. Such chimeras allow DNA 
recognition enzymes (e.g. , RNase H and DNA polymerases) to interact with the DNA portion 
while the PNA portion would provide high binding affinity and specificity. PNA-DNA 
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chimeras can be linked using linkers of appropriate lengths selected in terms of base stacking, 
number of bonds between the nucleobases, and orientation {see, Hyrup, et ah, 1996. supra). 
The synthesis of PNA-DNA chimeras can be performed as described in Hyrup, et al, 1996. 
supra and Finn, et aL, 1996. Nucl Acids Res 24: 3357-3363. For example, a DNA chain can 
5 be synthesized on a solid support using standard phosphoramidite coupling chemistry, and 
modified nucleoside analogs, e.g., 5'-(4-methoxytrityl)amino-5'-deoxy-thymidine 
phosphoramidite, can be used between the PNA and the 5' end of DNA. See, e.g., Mag, et 
ai, 1989. Nucl Acid Res 17: 5973-5988. PNA monomers are then coupled in a stepwise 
manner to produce a chimeric molecule with a 5' PNA segment and a 3' DNA segment. See, 
10 e.g., Finn, et al, 1996. supra. Alternatively, chimeric molecules can be synthesized with a 5' 
DNA segment and a 3' PNA segment. See, e.g., Petersen, et aL, 1975. Bioorg, Med, Chem, 
Lett. 5: 1119-11124. 

In other embodiments, the oligonucleotide may include other appended groups such 
as peptides (e.g., for targeting host cell receptors in v/vo), or agents facilitating transport 

15 across the cell membrane (^ee, e.g., Letsinger, et al, 1989. Proc, Natl Acad, ScL USA. 86: 
6553-6556; Lemaitre, et aL, 1987. Proc. Natl, Acad, Set 84: 648-652; PCT Publication No. 
WO88/09810) or the blood-brain barrier {see, e.g, PCT Publication No. WO 89/10134). In 
addition, oligonucleotides can be modified with hybridization triggered cleavage agents (^ee, 
e.g„ Krol, et al, 1988. BioTechniques 6:958-976) or intercalating agents {see, e.g., Zon, 

20 1988. Pharm, Res, 5: 539-549). To this end, the oligonucleotide may be conjugated to 

another molecule, e.g., a peptide, a hybridization triggered cross-linking agent, a transport 
agent, a hybridization-triggered cleavage agent, and the like. 

GPCRX Polypeptides 

A polypeptide according to the invention includes a polypeptide including the amino 
25 acid sequence of GPCRX polypeptides whose sequences are provided in SEQ ID NOS: 2, 4, 
6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 
56, 58, 60, 62, 64, 66, 68, 70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 
104, 106, 108, 110, 112, 114, 116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 
140, 142, 144, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 
30 176, 178, 180, 182, 184, 186, 188, 190, 192, 194, 196, 198 and 200. The invention also 
includes a mutant or variant protein any of whose residues may be changed from the 
corresponding residues shown in SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 
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28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 74, 76, 
78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 1 10, 1 12, 1 14, 1 16, 118, 
120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 142, 144, 146, 148, 150, 152, 154, 
156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 184, 186, 188, 190, 
192, 194, 196, 198 and 200 while still encoding a protein that maintains its GPCRX activities 
and physiological functions, or a functional fragment thereof 

In general, a GPCRX variant that preserves GPCRX-like function includes any 
variant in which residues at a particular position in the sequence have been substituted by 
other amino acids, and further include the possibility of inserting an additional residue or 
residues between two residues of the parent protein as well as the possibility of deleting one 
or more residues from the parent sequence. Any amino acid substitution, insertion, or 
deletion is encompassed by the invention. In favorable circumstances, the substitution is a 
conservative substitution as defined above. 

One aspect of the invention pertains to isolated GPCRX proteins, and biologically- 
active portions thereof, or derivatives, fragments, analogs or homologs thereof Also 
provided are polypeptide fragments suitable for use as immunogens to raise anti-GPCRX 
antibodies. In one embodiment, native GPCRX proteins can be isolated from cells or tissue 
sources by an appropriate purification scheme using standard protein purification techniques. 
In another embodiment, GPCRX proteins are produced by recombinant DNA techniques. 
Alternative to recombinant expression, a GPCRX protein or polypeptide can be synthesized 
chemically using standard peptide synthesis techniques. 

An "isolated" or "purified" polypeptide or protein or biologically-active portion 
thereof is substantially free of cellular material or other contaminating proteins from the cell 
or tissue source from which the GPCRX protein is derived, or substantially free from 
chemical precursors or other chemicals when chemically synthesized. The language 
"substantially free of cellular material" includes preparations of GPCRX proteins in which 
the protein is separated from cellular components of the cells from which it is isolated or 
recombinantly-produced. In one embodiment, the language "substantially free of cellular 
material" includes preparations of GPCRX proteins having less than about 30% (by dry 
weight) of non-GPCRX proteins (also referred to herein as a "contaminating protein"), more 
preferably less than about 20% of non-GPCRX proteins, still more preferably less than about 
10% of non-GPCRX proteins, and most preferably less than about 5% of non-GPCRX 
proteins. When the GPCRX protein or biologically-active portion thereof is recombinantly- 
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produced, it is also preferably substantially free of culture medium, i.e., culture medium 
represents less than about 20%, more preferably less than about 10%, and most preferably 
less than about 5% of the volume of the GPCRX protein preparation. 

The language "substantially free of chemical precursors or other chemicals" includes 
preparations of GPCRX proteins in which the protein is separated from chemical precursors 
or other chemicals that are involved in the synthesis of the protein. In one embodiment, the 
language "substantially free of chemical precursors or other chemicals" includes preparations 
of GPCRX proteins having less than about 30% (by dry weight) of chemical precursors or 
non-GPCRX chemicals, more preferably less than about 20% chemical precursors or 
non-GPCRX chemicals, still more preferably less than about 10% chemical precursors or 
non-GPCRX chemicals, and most preferably less than about 5% chemical precursors or 
non-GPCRX chemicals. 

Biologically-active portions of GPCRX proteins include peptides comprising amino 
acid sequences sufficiently homologous to or derived from the amino acid sequences of the 
GPCRX proteins (e.g., the amino acid sequence shown in SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 
16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 
66, 68, 70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 110, 
112, 114, 116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 142, 144, 146, 
148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 
184, 186, 188, 190, 192, 194, 196, 198 and 200) that include fewer amino acids than the ftiU- 
length GPCRX proteins, and exhibit at least one activity of a GPCRX protein. Typically, 
biologically-active portions comprise a domain or motif with at least one activity of the 
GPCRX protein. A biologically-active portion of a GPCRX protein can be a polypeptide 
which is, for example, 10, 25, 50, 100 or more amino acid residues in length. 

Moreover, other biologically-active portions, in which other regions of the protein are 
deleted, can be prepared by recombinant techniques and evaluated for one or more of the 
fiinctional activities of a native GPCRX protein. 

In an embodiment, the GPCRX protein has an amino acid sequence shown in SEQ ID 
NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 
50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 
100, 102, 104, 106, 108, 110, 112, 114, 116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 
136, 138, 140, 142, 144, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 
172, 174, 176, 178, 180, 182, 184, 186, 188, 190, 192, 194, 196, 198 and 200, In other 
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embodiments, the GPCRX protein is substantially homologous to SEQ ID NOS: 2, 4, 6, 8, 
10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 
60, 62, 64, 66, 68, 70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 
106, 108, 110, 112, 114, 116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 
5 142, 144, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 
178, 180, 182, 184, 186, 188, 190, 192, 194, 196, 198 and 200, and retains the functional 
activity of the protein of SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 
32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 74, 76, 78, 80, 
82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 1 10, 1 12, 1 14, 1 16, 1 18, 120, 122, 

10 124, 126, 128, 130, 132, 134, 136, 138, 140, 142, 144, 146, 148, 150, 152, 154, 156, 158, 
160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 184, 186, 188, 190, 192, 194, 
196, 198 and 200, yet differs in amino acid sequence due to natural allelic variation or 
mutagenesis, as described in detail, below. Accordingly, in another embodiment, the 
GPCRX protein is a protein that comprises an amino acid sequence at least about 45% 

15 homologous to the amino acid sequence SEQ ID NOS: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 
24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 
74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 1 10, 1 12, 1 14, 1 16, 
118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 142, 144, 146, 148, 150, 152, 
154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 178, 180, 182, 184, 186, 188, 

20 190, 192, 194, 196, 198 and 200, and retains the functional activity of the SEQ ID NOS: 2, 4, 
6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 
56, 58, 60, 62, 64, 66, 68, 70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 
104, 106, 108, 110, 112, 114, 116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 
140, 142, 144, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 

25 176, 178, 180, 182, 184, 186, 188, 190, 192, 194, 196, 198 and 200. 

Determining Homology Between Two or More Sequences 

To determine the percent homology of two amino acid sequences or of two nucleic 
acids, the sequences are aligned for optimal comparison purposes (e.g., gaps can be 
30 introduced in the sequence of a first amino acid or nucleic acid sequence for optimal 
alignment with a second amino or nucleic acid sequence). The amino acid residues or 
nucleotides at corresponding amino acid positions or nucleotide positions are then compared. 
When a position in the first sequence is occupied by the same amino acid residue or 
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nucleotide as the corresponding position in the second sequence, then the molecules are 
homologous at that position {i.e., as used herein amino acid or nucleic acid "homology" is 
equivalent to amino acid or nucleic acid "identity"). 

The nucleic acid sequence homology may be determined as the degree of identity 
between two sequences. The homology may be determined using computer programs known 
in the art, such as GAP software provided in the GCG program package. See, Needleman 
and Wunsch, 1970. JMol Biol 48: 443-453. Using GCG GAP software with the following 
settings for nucleic acid sequence comparison: GAP creation penalty of 5.0 and GAP 
extension penalty of 0.3, the coding region of the analogous nucleic acid sequences referred 
to above exhibits a degree of identity preferably of at least 70%, 75%, 80%, 85%, 90%, 95%, 
98%, or 99%, with the CDS (encoding) part of the DNA sequence shown in SEQ ID NOS: 1, 
3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 
55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 
103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 
139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 
175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199. The term "sequence 
identity" refers to the degree to which two polynucleotide or polypeptide sequences are 
identical on a residue-by-residue basis over a particular region of comparison. The term 
"percentage of sequence identity" is calculated by comparing two optimally aligned 
sequences over that region of comparison, determining the number of positions at which the 
identical nucleic acid base (e.g., A, T, C, G, U, or I, in the case of nucleic acids) occurs in 
both sequences to yield the number of matched positions, dividing the number of matched 
positions by the total number of positions in the region of comparison (i.e., the window size), 
and multiplying the result by 100 to yield the percentage of sequence identity. The term 
"substantial identity" as used herein denotes a characteristic of a polynucleotide sequence, 
wherein the polynucleotide comprises a sequence that has at least 80 percent sequence 
identity, preferably at least 85 percent identity and often 90 to 95 percent sequence identity, 
more usually at least 99 percent sequence identity as compared to a reference sequence over a 
comparison region. 

Chimeric and Fusion Proteins 

The invention also provides GPCRX chimeric or fiision proteins. As used herein, a 
GPCRX "chimeric protein" or "fusion protein" comprises a GPCRX polypeptide operatively- 
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linked to a non-GPCRX polypeptide. An "GPCRX polypeptide" refers to a polypeptide 
having an amino acid sequence corresponding to a GPCRX protein (SEQ ID NOS: 2, 4, 6, 8, 
10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 
60, 62, 64, 66, 68, 70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 

5 106, 108, 110, 112, 114, 116, 118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140, 
142, 144, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176, 
178, 180, 182, 184, 186, 188, 190, 192, 194, 196, 198 and 200), whereas a "non-GPCRX 
polypeptide" refers to a polypeptide having an amino acid sequence corresponding to a 
protein that is not substantially homologous to the GPCRX protein, e.g., a protein that is 

10 different from the GPCRX protein and that is derived from the same or a different organism. 
Within a GPCRX fiision protein the GPCRX polypeptide can correspond to all or a portion of 
a GPCRX protein. In one embodiment, a GPCRX ftision protein comprises at least one 
biologically-active portion of a GPCRX protein. In another embodiment, a GPCRX fusion 
protein comprises at least two biologically-active portions of a GPCRX protein. In yet 

1 5 another embodiment, a GPCRX fusion protein comprises at least three biologically-active 
portions of a GPCRX protein. Within the fiision protein, the term "operatively-linked" is 
intended to indicate that the GPCRX polypeptide and the non-GPCRX polypeptide are fused 
in-frame with one another. The non-GPCRX polypeptide can be fused to the N-terminus or 
C-terminus of the GPCRX polypeptide. 

20 In one embodiment, the fiision protein is a GST-GPCRX fusion protein in which the 

GPCRX sequences are fused to the C-terminus of the GST (glutathione S-transferase) 
sequences. Such fusion proteins can facilitate the purification of recombinant GPCRX 
polypeptides. 

In another embodiment, the fusion protein is a GPCRX protein containing a 
25 heterologous signal sequence at its N-terminus. In certain host cells {e.g., mammalian host 
cells), expression and/or secretion of GPCRX can be increased through use of a heterologous 
signal sequence. 

In yet another embodiment, the fusion protein is a GPCRX-immunoglobulin fusion 
protein in which the GPCRX sequences are fused to sequences derived from a member of the 
30 immunoglobulin protein family. The GPCRX-immunoglobulin fusion proteins of the 

invention can be incorporated into pharmaceutical compositions and administered to a subject 
to inhibit an interaction between a GPCRX ligand and a GPCRX protein on the surface of a 
cell, to thereby suppress GPCRX-mediated signal transduction in vivo. The GPCRX- 
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immunoglobulin fusion proteins can be used to affect the bioavailability of a GPCRX cognate 
ligand. Inhibition of the GPCRX ligand/GPCRX interaction may be useful therapeutically 
for both the treatment of proliferative and differentiative disorders, as well as modulating 
{e.g. promoting or inhibiting) cell survival Moreover, the GPCRX-immunoglobulin fusion 
proteins of the invention can be used as immunogens to produce anti-GPCRX antibodies in a 
subject, to purify GPCRX ligands, and in screening assays to identify molecules that inhibit 
the interaction of GPCRX with a GPCRX ligand. 

A GPCRX chimeric or fusion protein of the invention can be produced by standard 
recombinant DNA techniques. For example, DNA fragments coding for the different 
polypeptide sequences are ligated together in-frame in accordance with conventional 
techniques, by employing blunt-ended or stagger-ended termini for ligation, restriction 
enzyme digestion to provide for appropriate termini, filling-in of cohesive ends as 
appropriate, alkaline phosphatase treatment to avoid undesirable joining, and enzymatic 
ligation. In another embodiment, the fusion gene can be synthesized by conventional 
techniques including automated DNA synthesizers. Alternatively, PCR amplification of gene 
fragments can be carried out using anchor primers that give rise to complementary overhangs 
between two consecutive gene fragments that can subsequently be annealed and reamplified 
to generate a chimeric gene sequence (see, eg., Ausubel, et al (eds.) CURRENT PROTOCOLS IN 
Molecular Biology, John Wiley & Sons, 1992). Moreover, many expression vectors are 
commercially available that already encode a fusion moiety (^.g., a GST polypeptide). A 
GPCRX-encoding nucleic acid can be cloned into such an expression vector such that the 
fusion moiety is linked in-frame to the GPCRX protein. 

GPCRX Agonists and Antagonists 

The invention also pertains to variants of the GPCRX proteins that function as either 
GPCRX agonists (z.e., mimetics) or as GPCRX antagonists. Variants of the GPCRX protein 
can be generated by mutagenesis {e.g., discrete point mutation or truncation of the GPCRX 
protein). An agonist of the GPCRX protein can retain substantially the same, or a subset of, 
the biological activities of the naturally occurring form of the GPCRX protein. An antagonist 
of the GPCRX protein can inhibit one or more of the activities of the naturally occurring form 
of the GPCRX protein by, for example, competitively binding to a downstream or upstream 
member of a cellular signaling cascade which includes the GPCRX protein. Thus, specific 
biological effects can be elicited by treatment with a variant of limited function. In one 
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embodiment, treatment of a subject with a variant having a subset of the biological activities 
of the naturally occurring form of the protein has fewer side effects in a subject relative to 
treatment with the naturally occurring form of the GPCRX proteins. 

Variants of the GPCRX proteins that function as either GPCRX agonists {i.e., 
mimetics) or as GPCRX antagonists can be identified by screening combinatorial libraries of 
mutants (eg., truncation mutants) of the GPCRX proteins for GPCRX protein agonist or 
antagonist activity. In one embodiment, a variegated library of GPCRX variants is generated 
by combinatorial mutagenesis at the nucleic acid level and is encoded by a variegated gene 
library. A variegated library of GPCRX variants can be produced by, for example, 
en2ymatically ligating a mixture of synthetic oligonucleotides into gene sequences such that a 
degenerate set of potential GPCRX sequences is expressible as individual polypeptides, or 
alternatively, as a set of larger fusion proteins (e.g., for phage display) containing the set of 
GPCRX sequences therein. There are a variety of methods which can be used to produce 
libraries of potential GPCRX variants from a degenerate oligonucleotide sequence. Chemical 
synthesis of a degenerate gene sequence can be performed in an automatic DNA synthesizer, 
and the synthetic gene then ligated into an appropriate expression vector. Use of a degenerate 
set of genes allows for the provision, in one mixture, of all of the sequences encoding the 
desired set of potential GPCRX sequences. Methods for synthesizing degenerate 
oligonucleotides are well-known within the art. See, e.g., Narang, 1983. Tetrahedron 39: 3; 
Itakura, et al, 1984. Annu. Rev. Biochem. 53: 323; Itakura, et al, 1984. Science 198: 1056; 
Ike, et al, 1983. Nucl Acids Res. 11: 477. 

Polypeptide Libraries 

In addition, libraries of fragments of the GPCRX protein coding sequences can be 
used to generate a variegated population of GPCRX fragments for screening and subsequent 
selection of variants of a GPCRX protein. In one embodiment, a Ubrary of coding sequence 
fragments can be generated by treating a double stranded PCR fragment of a GPCRX coding 
sequence with a nuclease under conditions wherein nicking occurs only about once per 
molecule, denaturing the double stranded DNA, renaturing the DNA to form double-stranded 
DNA that can include sense/antisense pairs from different nicked products, removing single 
stranded portions from reformed duplexes by treatment with Sj nuclease, and ligating the 
resulting fragment library into an expression vector. By this method, expression libraries can 
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be derived which encodes N-terminal and internal fragments of various sizes of the GPCRX 
proteins. 

Various techniques are known in the art for screening gene products of combinatorial 
libraries made by point mutations or truncation, and for screening cDNA libraries for gene 
products having a selected property. Such techniques are adaptable for rapid screening of the 
gene libraries generated by the combinatorial mutagenesis of GPCRX proteins. The most 
widely used techniques, which are amenable to high throughput analysis, for screening large 
gene libraries typically include cloning the gene library into replicable expression vectors, 
transforming appropriate cells with the resulting library of vectors, and expressing the 
combinatorial genes under conditions in which detection of a desired activity facilitates 
isolation of the vector encoding the gene whose product was detected. Recursive ensemble 
mutagenesis (REM), a new technique that enhances the frequency of functional mutants in 
the libraries, can be used in combination with the screening assays to identify GPCRX 
variants. See, e.g., Arkin and Yourvan, 1992. Proc. Natl Acad, Set USA 89: 781 1-7815; 
Delgrave, et aL, 1993. Protein Engineering 6:327-331. 

Anti-GPCRX Antibodies 

Also included in the invention are antibodies to GPCRX proteins, or fragments of 
GPCRX proteins. The term "antibody" as used herein refers to immunoglobulin molecules 
and immunologically active portions of inununoglobulin (Ig) molecules, i.e., molecules that 
contain an antigen binding site that specifically binds (immunoreacts with) an antigen. Such 
antibodies include, but are not hmited to, polyclonal, monoclonal, chimeric, single chain. Fab, 
Fab' and F(ab')2 fragments, and an Fab expression library. In general, an antibody molecule 
obtained from humans relates to any of the classes IgG, IgM, IgA, IgE and IgD, which differ 
from one another by the nature of the heavy chain present in the molecule. Certain classes 
have subclasses as well, such as IgGi, IgG2, and others. Furthermore, in humans, the light 
chain may be a kappa chain or a lambda chain. Reference herein to antibodies includes a 
reference to all such classes, subclasses and types of human antibody species. 

An isolated GPCRX-related protein of the invention may be intended to serve as an 
antigen, or a portion or fragment thereof, and additionally can be used as an immunogen to 
generate antibodies that immunospecifically bind the antigen, using standard techniques for 
polyclonal and monoclonal antibody preparation. The full-length protein can be used or, 
alternatively, the invention provides antigenic peptide fragments of the antigen for use as 
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immunogens. An antigenic peptide fragment comprises at least 6 amino acid residues of the 
amino acid sequence of the full length protein and encompasses an epitope thereof such that 
an antibody raised against the peptide forms a specific immune complex with the full length 
protein or with any fragment that contains the epitope. Preferably, the antigenic peptide 
comprises at least 10 amino acid residues, or at least 15 amino acid residues, or at least 20 
amino acid residues, or at least 30 amino acid residues. Preferred epitopes encompassed by 
the antigenic peptide are regions of the protein that are located on its surface; commonly 

these are hydrophilic regions. 

In certain embodiments of the invention, at least one epitope encompassed by the 
antigenic peptide is a region of GPCRX-related protein that is located on the surface of the 
protein, e.g., a hydrophilic region. A hydrophobicity analysis of the huma GPCRX-related 
protein sequence will indicate which regions of a GPCRX-related protein are particularly 
hydrophilic and, therefore, are likely to encode surface residues useful for targeting antibody 
production. As a means for targeting antibody production, hydropathy plots showing regions 
of hydrophilicity and hydrophobicity may be generated by any method well known in the art, 
including, for example, the Kyte Doolittle or the Hopp Woods methods, either with or 
without Fourier transformation. See, e.g., Hopp and Woods, 1981, Proc. Nat Acad. ScL USA 
78: 3824-3828; Kyte and Doolittle 1982, J. Mol Biol 157: 105-142, each of which is 
incorporated herein by reference in its entirety. Antibodies that are specific for one or more 
domains within an antigenic protein, or derivatives, fragments, analogs or homologs thereof, 

are also provided herein. 

A protein of the invention, or a derivative, fragment, analog, homolog or ortholog 
thereof, may be utihzed as an immunogen in the generation of antibodies that 
immunospecifically bind these protein components. 

Various procedures known within the art may be used for the production of 
polyclonal or monoclonal antibodies directed against a protein of the invention, or against 
derivatives, fragments, analogs homologs or orthologs thereof (see, for example, Antibodies: 
A Laboratory Manual, Hariow and Lane, 1988, Cold Spring Harbor Laboratory Press, Cold 
Spring Harbor, NY, incorporated herein by reference). Some of these antibodies are 
discussed below. 

Polyclonal Antibodies 
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For the production of polyclonal antibodies, various suitable host animals (e.g., rabbit, 
goat, mouse or other mammal) may be immunized by one or more injections with the native 
protein, a synthetic variant thereof, or a derivative of the foregoing. An appropriate 
immunogenic preparation can contain, for example, the naturally occurring immunogenic 
protein, a chemically synthesized polypeptide representing the immunogenic protein, or a 
recombinant^ expressed immunogenic protein. Furthermore, the protein may be conjugated 
to a second protein known to be immunogenic in the mammal being immunized. Examples 
of such immunogenic proteins include but are not limited to keyhole limpet hemocyanin, 
serum albumin, bovine thyroglobulin, and soybean trypsin inhibitor. The preparation can 
further include an adjuvant. Various adjuvants used to increase the immunological response 
include, but are not limited to, Freund's (complete and incomplete), mineral gels (e.g., 
aluminum hydroxide), surface active substances (e.g., lysolecithin, pluronic polyols, 
polyanions, peptides, oil emulsions, dinitrophenol, etc.), adjuvants usable in humans such as 
Bacille Calmette-Guerin and Corynebacterium parvum, or similar immunostimulatory agents. 
Additional examples of adjuvants which can be employed include MPL-TDM adjuvant 
(monophosphoiyl Lipid A, synthetic trehalose dicorynomycolate). 

The polyclonal antibody molecules directed against the immunogenic protein can be 
isolated from the mammal (e.g., from the blood) and further purified by well known 
techniques, such as affinity chromatography using protein A or protein G, which provide 
primarily the IgG fraction of immune serum. Subsequently, or alternatively, the specific 
antigen which is the target of the immunoglobuUn sought, or an epitope thereof, may be 
immobilized on a column to purify the immune specific antibody by immunoaffinity 
chromatography. Purification of immunoglobulins is discussed, for example, by D. 
Wilkinson (The Scientist, published by The Scientist, Inc., Philadelphia PA, Vol. 14, No. 8 
(April 17, 2000), pp. 25-28). 

Monoclonal Antibodies 

The term "monoclonal antibody" (MAb) or "monoclonal antibody composition", as 
used herein, refers to a population of antibody molecules that contain only one molecular 
species of antibody molecule consisting of a unique light chain gene product and a unique 
heavy chain gene product. In particular, the complementarity determining regions (CDRs) of 
the monoclonal antibody are identical in all the molecules of the population. MAbs thus 
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contain an antigen binding site capable of immunoreacting with a particular epitope of the 
antigen characterized by a unique binding affinity for it. 

Monoclonal antibodies can be prepared using hybridoma methods, such as those 
described by Kohler and Milstein, Nature, 256:495 (1975). In a hybridoma method, a mouse, 
hamster, or other appropriate host animal, is typically immunized with an immunizing agent 
to elicit lymphocytes that produce or are capable of producing antibodies that will 
specifically bind to the immunizing agent. Alternatively, the lymphocytes can be immunized 
in vitro. 

The immunizing agent will typically include the protein antigen, a fragment thereof or 
a fusion protein thereof. Generally, either peripheral blood lymphocytes are used if cells of 
human origin are desired, or spleen cells or lymph node cells are used if non-human 
mammalian sources are desired. The lymphocytes are then fused with an immortalized cell 
line using a suitable fusing agent, such as polyethylene glycol, to form a hybridoma cell 
(Coding, Monoclonal Antibodies: Principles and Practice, Academic Press, (1986) pp. 

59-103). Immortalized cell lines are usually transformed mammalian cells, particularly 
myeloma cells of rodent, bovine and human origin. Usually, rat or mouse myeloma cell lines 
are employed. The hybridoma cells can be cultured in a suitable culture medium that 
preferably contains one or more substances that inhibit the growth or survival of the unfused, 
immortahzed cells. For example, if the parental cells lack the enzyme hypoxanthine guanine 
phosphoribosyl transferase (HGPRT or HPRT), the culture medium for the hybridomas 
typically will include hypoxanthine, aminopterin, and thymidine ("HAT medium"), which 
substances prevent the growth of HGPRT-deficient cells. 

Preferred immortalized cell lines are those that fuse efficiently, support stable high 
level expression of antibody by the selected antibody-producing cells, and are sensitive to a 
medium such as HAT medium. More preferred immortalized cell lines are murine myeloma 
lines, which can be obtained, for instance, from the Salk Institute Cell Distribution Center, 
San Diego, California and the American Type Culture Collection, Manassas, Virginia. 
Human myeloma and mouse-human heteromyeloma cell lines also have been described for 
the production of human monoclonal antibodies (Kozbor, J. Immunol, 133:3001 (1984); 

Brodeur et al., MONOCLONAL Antibody Production Techniques and Applications, 
Marcel Dekker, Inc., New York, (1987) pp. 51-63). 

The culture medium in which the hybridoma cells are cultured can then be assayed for 
the presence of monoclonal antibodies directed against the antigen. Preferably, the binding 
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specificity of monoclonal antibodies produced by the hybridoma cells is determined by 
immunoprecipitation or by an in vitro binding assay, such as radioimmunoassay (RIA) or 
enzyme-linked immunoabsorbent assay (ELISA). Such techniques and assays are known in 
the art. The binding affinity of the monoclonal antibody can, for example, be determined by 
the Scatchard analysis of Munson and Pollard, AnaL Biochem., 107:220 (1980). Preferably, 
antibodies having a high degree of specificity and a high binding affinity for the target 
antigen are isolated. 

After the desired hybridoma cells are identified, the clones can be subcloned by 
limiting dilution procedures and grown by standard methods. Suitable culture media for this 
purpose include, for example, Dulbecco*s Modified Eagle's Medium and RPMI-1640 
medium. Alternatively, the hybridoma cells can be grown in vivo as ascites in a mammal. 

The monoclonal antibodies secreted by the subclones can be isolated or purified fi^om 
the culture medium or ascites fluid by conventional immunoglobulin purification procedures 
such as, for example, protein A-Sepharose, hydroxylapatite chromatography, gel 
electrophoresis, dialysis, or affinity chromatography. 

The monoclonal antibodies can also be made by recombinant DNA methods, such as 
those described in U.S. Patent No. 4,816,567. DNA encoding the monoclonal antibodies of 
the invention can be readily isolated and sequenced using conventional procedures (e.g., by 
using oligonucleotide probes that are capable of binding specifically to genes encoding the 
heavy and light chains of murine antibodies). The hybridoma cells of the invention serve as a 
preferred source of such DNA. Once isolated, the DNA can be placed into expression 
vectors, which are then transfected into host cells such as simian COS cells, Chinese hamster 
ovary (CHO) cells, or myeloma cells that do not otherwise produce immunoglobulin protein, 
to obtain the synthesis of monoclonal antibodies in the recombinant host cells. The DNA 
also can be modified, for example, by substituting the coding sequence for human heavy and 
light chain constant domains in place of the homologous murine sequences (U.S. Patent No. 
4,816,567; Morrison, Nature 368, 812-13 (1994)) or by covalently joining to the 
immunoglobulin coding sequence all or part of the coding sequence for a non- 
immunoglobulin polypeptide. Such a non-immunoglobulin polypeptide can be substituted 
for the constant domains of an antibody of the invention, or can be substituted for the variable 
domains of one antigen-combining site of an antibody of the invention to create a chimeric 
bivalent antibody. 
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Humanized Antibodies 

The antibodies directed against the protein antigens of the invention can further 
comprise humanized antibodies or human antibodies. These antibodies are suitable for 
administration to humans without engendering an immune response by the human against the 
administered immunoglobulin. Humanized forms of antibodies are chimeric 
immunoglobulins, immunoglobulin chains or fragments thereof (such as Fv, Fab, Fab', F(ab')2 
or other antigen-binding subsequences of antibodies) that are principally comprised of the 
sequence of a human immunoglobulin, and contain minimal sequence derived from a non- 
human immunoglobulin. Humanization can be performed following the method of Winter 
and co-workers (Jones et aL, Nature, 321 :522-525 (1986); Riechmann et al.. Nature, 
332:323-327 (1988); Verhoeyen et al.. Science, 239:1534-1536 (1988)), by substituting 
rodent CDRs or CDR sequences for the corresponding sequences of a human antibody. (See 
also U.S. Patent No. 5,225,539.) In some instances, Fv framework residues of the human 
immunoglobulin are replaced by corresponding non-human residues. Humanized antibodies 
can also comprise residues which are found neither in the recipient antibody nor in the 
imported CDR or framework sequences. In general, the humanized antibody will comprise 
substantially all of at least one, and typically two, variable domains, in which all or 
substantially all of the CDR regions correspond to those of a non-human immunoglobulin 
and all or substantially all of the framework regions are those of a human immunoglobulin 
consensus sequence. The humanized antibody optimally also will comprise at least a portion 
of an immunoglobulin constant region (Fc), typically that of a human immunoglobulin (Jones 
et al., 1986; Riechmann et al., 1988; and Presta, Curr. Op, Struct, Biol, 2:593-596 (1992)). 

Human Antibodies 

Fully human antibodies relate to antibody molecules in which essentially the entire 
sequences of both the light chain and the heavy chain, including the CDRs, arise from human 
genes. Such antibodies are termed "human antibodies", or "fully human antibodies" herein. 
Human monoclonal antibodies can be prepared by the trioma technique; the human B-cell 
hybridoma technique (see Kozbor, et aL, 1983 Immunol Today 4: 72) and the EBV 
hybridoma technique to produce human monoclonal antibodies (see Cole, et ah, 1985 In: 
Monoclonal Antibodies and Cancer Therapy, Alan R. Liss, Inc., pp. 77-96), Human 
monoclonal antibodies may be utilized in the practice of the present invention and may be 
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produced by using human hybridomas (see Cote, et al, 1983. Proc Natl Acad Sci USA 80: 
2026-2030) or by transforming human B-cells with Epstein Barr Virus in vitro (see Cole, et 
al., 1985 In: Monoclonal Antibodies and Cancer Therapy, Alan R. Liss, Inc., pp. 

77-96). 

In addition, human antibodies can also be produced using additional techniques, including 
phage display libraries (Hoogenboom and Winter, J, Mol Biol, 227:381 (1991); Marks et al., 
J. Mol Biol, 222:581 (1991)). Similarly, human antibodies can be made by introducing 
human immunoglobulin loci into transgenic animals, e.g., mice in which the endogenous 
immunoglobulin genes have been partially or completely inactivated. Upon challenge, 
human antibody production is observed, which closely resembles that seen in humans in all 
respects, including gene rearrangement, assembly, and antibody repertoire. This approach is 
described, for example, in U.S. Patent Nos. 5,545,807; 5,545,806; 5,569,825; 5,625,126; 
5,633,425; 5,661,016, and in Marks et al. {Bio/Technology 10, 779-783 (1992)); Lonberg et 
al. {Nature 368 856-859 (1994)); Morrison {Nature 368, 812-13 (1994)); Fishwild et 
al,{Nature Biotechnology 14, 845-51 {1996)); ^euboigQX {Nature Biotechnology 14, 826 
(1996)); and Lonberg and Huszar {Intern. Rev, Immunol 13 65-93 (1995)). 

Human antibodies may additionally be produced using transgenic nonhuman animals 
which are modified so as to produce fiilly human antibodies rather than the animal's 
endogenous antibodies in response to challenge by an antigen. (See PCX publication 
WO94/02602). The endogenous genes encoding the heavy and light immunoglobulin chains 
in the nonhuman host have been incapacitated, and active loci encoding human heavy and 
light chain immunoglobulins are inserted into the host's genome. The human genes are 
incorporated, for example, using yeast artificial chromosomes containing the requisite human 
DNA segments. An animal which provides all the desired modifications is then obtained as 
progeny by crossbreeding intermediate transgenic animals containing fewer than the full 
complement of the modifications. The preferred embodiment of such a nonhuman animal is 
a mouse, and is termed the Xenomouse^^ as disclosed in PCT publications WO 96/33735 
and WO 96/34096. This animal produces B cells which secrete fully human 
immunoglobulins. The antibodies can be obtained directly from the animal after 
immunization with an immunogen of interest, as, for example, a preparation of a polyclonal 
antibody, or alternatively from immortalized B cells derived from the animal, such as 
hybridomas producing monoclonal antibodies. Additionally, the genes encoding the 
immunoglobulins with human variable regions can be recovered and expressed to obtain the 
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antibodies directly, or can be further modified to obtain analogs of antibodies such as, for 
example, single chain Fv molecules. 

An example of a method of producing a nonhuman host, exemplified as a mouse, 
lacking expression of an endogenous immunoglobulin heavy chain is disclosed in U.S. Patent 
No. 5,939,598, It can be obtained by a method including deleting the J segment genes fi-om 
at least one endogenous heavy chain locus in an embryonic stem cell to prevent 
rearrangement of the locus and to prevent formation of a transcript of a rearranged 
immunoglobulin heavy chain locus, the deletion being effected by a targeting vector 
containing a gene encoding a selectable marker; and producing firom the embryonic stem cell 
a transgenic mouse whose somatic and germ cells contain the gene encoding the selectable 
marker. 

A method for producing an antibody of interest, such as a human antibody, is 
disclosed in U.S. Patent No. 5,916,771. It includes introducing an expression vector that 
contains a nucleotide sequence encoding a heavy chain into one mammalian host cell in 
culture, introducing an expression vector containing a nucleotide sequence encoding a light 
chain into another mammalian host cell, and fusing the two cells to form a hybrid cell The 
hybrid cell expresses an antibody containing the heavy chain and the light chain. 

In a further improvement on this procedure, a method for identifying a clinically 
relevant epitope on an immunogen, and a correlative method for selecting an antibody that 
binds immunospecifically to the relevant epitope with high affinity, are disclosed in PCT 
pubHcation WO 99/53049. 

Fab Fragments and Single Chain Antibodies 

According to the invention, techniques can be adapted for the production of 
single-chain antibodies specific to an antigenic protein of the invention (see e.g., U.S. Patent 
No. 4,946,778). In addition, methods can be adapted for the construction of Fab expression 
libraries (see e.g., Huse, et al., 1989 Science 246: 1275-1281) to allow rapid and effective 
identification of monoclonal Fab fi:agments with the desired specificity for a protein or 
derivatives, fragments, analogs or homologs thereof. Antibody fragments that contain the 
idiotypes to a protein antigen may be produced by techniques known in the art including, but 
not limited to: (i) an F(ab')2 fragment produced by pepsin digestion of an antibody molecule; 
(ii) an Fab fragment generated by reducing the disulfide bridges of an F(ab')2 firagment; (iii) an 
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Fab fragment generated by the treatment of the antibody molecule with papain and a reducing 
agent and (iv) Fv fragments. 

Bispecific Antibodies 

Bispecific antibodies are monoclonal, preferably human or humanized, antibodies that 
have binding specificities for at least two different antigens. In the present case, one of the 
binding specificities is for an antigenic protein of the invention. The second binding target is 
any other antigen, and advantageously is a cell-surface protein or receptor or receptor 
subunit. 

Methods for making bispecific antibodies are known in the art. Traditionally, the 
recombinant production of bispecific antibodies is based on the co-expression of two 
immunoglobulin heavy-chain/light-chain pairs, where the two heavy chains have different 
specificities (Milstein and Cuello, Nature, 305:537-539 (1983)). Because of the random 
assortment of immunoglobulin heavy and light chains, these hybridomas (quadromas) 
produce a potential mixture of ten different antibody molecules, of which only one has the 
correct bispecific structure. The purification of the correct molecule is usually accomphshed 
by affinity chromatography steps. Similar procedures are disclosed in WO 93/08829, 
published 13 May 1993, and in Traunecker ^/,, 1991 EMBOJ,, 10:3655-3659. 

Antibody variable domains with the desired binding specificities (antibody-antigen 
combining sites) can be fused to immunoglobulin constant domain sequences. The fusion 
preferably is with an immunoglobulin heavy-chain constant domain, comprising at least part 
of the hinge, CH2, and CH3 regions. It is preferred to have the first heavy-chain constant 
region (CHI) containing the site necessary for light-chain binding present in at least one of 
the fusions. DNAs encoding the immunoglobulin heavy-chain fusions and, if desired, the 
immunoglobulin light chain, are inserted into separate expression vectors, and are co- 
transfected into a suitable host organism. For further details of generating bispecific 
antibodies see, for example, Suresh et al.. Methods in Enzymology, 121:210 (1986). 

According to another approach described in WO 96/2701 1, the interface between a 
pair of antibody molecules can be engineered to maximize the percentage of heterodimers 
which are recovered from recombinant cell culture. The preferred interface comprises at least 
a part of the CH3 region of an antibody constant domain. In this method, one or more small 
amino acid side chains from the interface of the first antibody molecule are replaced with 
larger side chains (e.g. tyrosine or tryptophan). Compensatory "cavities" of identical or 
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similar size to the large side chain(s) are created on the interface of the second antibody 
molecule by replacing large amino acid side chains with smaller ones (e.g. alanine or 
threonine). This provides a mechanism for increasing the yield of the heterodimer over other 
unwanted end-products such as homodimers. 

Bispecific antibodies can be prepared as full length antibodies or antibody fragments 
(e.g. F(ab')2 bispecific antibodies). Techniques for generating bispecific antibodies from 
antibody fragments have been described in the literature. For example, bispecific antibodies 
can be prepared using chemical linkage. Brennan et al.. Science 229:81 (1985) describe a 
procedure wherein intact antibodies are proteolytically cleaved to generate F(ab')2 fragments. 
These fragments are reduced in the presence of the dithiol complexing agent sodium arsenite 
to stabilize vicinal dithiols and prevent intermolecular disulfide formation. The Fab' 
fragments generated are then converted to thionitrobenzoate (TNB) derivatives. One of the 
Fab'-TNB derivatives is then reconverted to the Fab'-thiol by reduction with 
mercaptoethylamine and is mixed with an equimolar amount of the other Fab'-TNB 
derivative to form the bispecific antibody. The bispecific antibodies produced can be used as 
agents for the selective immobilization of enzymes. 

Additionally, Fab' fragments can be directly recovered from E. coli and chemically 
coupled to form bispecific antibodies. Shalaby et al, 1 Exp. Med, 175:217-225 (1992) 
describe the production of a fully humanized bispecific antibody F(ab')2 molecule. Each 
Fab' fragment was separately secreted from E. coli and subjected to directed chemical 
coupling in vitro to form the bispecific antibody. The bispecific antibody thus formed was 
able to bind to cells overexpressing the ErbB2 receptor and normal human T cells, as well as 
trigger the lytic activity of human cytotoxic lymphocytes against human breast tumor targets. 

Various techniques for making and isolating bispecific antibody fragments directly 
fi-om recombinant cell culture have also been described. For example, bispecific antibodies 
have been produced using leucine zippers. Kostelny et al., J. Immunol 148(5): 1547-1553 
(1992). The leucine zipper peptides from the Fos and Jun proteins were linked to the Fab' 
portions of two different antibodies by gene fusion. The antibody homodimers were reduced 
at the hinge region to form monomers and then re-oxidized to form the antibody 
heterodimers. This method can also be utilized for the production of antibody homodimers. 
The "diabody" technology described by HoUinger et al,, Proc. Natl Acad ScL USA 
90:6444-6448 (1993) has provided an alternative mechanism for making bispecific antibody 
fragments. The fragments comprise a heavy-chain variable domain (Vh) connected to a 
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light-chain variable domain (Vl) by a linker which is too short to allow pairing between the 
two domains on the same chain. Accordingly, the Vh and Vl domains of one fragment are 
forced to pair with the complementary Vl and Vh domains of another fragment, thereby 
forming two antigen-binding sites. Another strategy for making bispecific antibody 
fragments by the use of single-chain Fv (sFv) dimers has also been reported. See, Gruber et 
J. Immunol 152:5368(1994). 

Antibodies with more than two valencies are contemplated. For example, trispecific 
antibodies can be prepared. TuMetdX., J. Immunol. 147:60(1991). 

Exemplary bispecific antibodies can bind to two different epitopes, at least one of 
which originates in the protein antigen of the invention. Alternatively, an anti-antigenic arm 
of an immunoglobulin molecule can be combined with an arm which binds to a triggering 
molecule on a leukocyte such as a T-cell receptor molecule (e.g. CD2, CDS, CD28, or B7), or 
Fc receptors for IgG (FcyR), such as FcyRI (CD64), FcyRII (CD32) and FcyRIII (CD 16) so 
as to focus cellular defense mechanisms to the cell expressing the particular antigen. 
Bispecific antibodies can also be used to direct cytotoxic agents to cells which express a 
particular antigen. These antibodies possess an antigen-binding arm and an arm which binds 
a cytotoxic agent or a radionuclide chelator, such as EOTUBE, DPTA, DOTA, or TETA. 
Another bispecific antibody of interest binds the protein antigen described herein and further 
binds tissue factor (TF). 

Heteroconjugate Antibodies 

Heteroconjugate antibodies are also within the scope of the present invention. 
Heteroconjugate antibodies are composed of two covalently joined antibodies. Such 
antibodies have, for example, been proposed to target immune system cells to unwanted cells 
(U.S. Patent No. 4,676,980), and for treatment of HIV infection (WO 91/00360; WO 
92/200373; EP 03089). It is contemplated that the antibodies can be prepared in vitro using 
known methods in synthetic protein chemistry, including those involving crosslinking agents. 
For example, immunotoxins can be constructed using a disulfide exchange reaction or by 
forming a thioether bond. Examples of suitable reagents for this purpose include 
iminothiolate and methyl-4-mercaptobutyrimidate and those disclosed, for example, in U.S. 
Patent No. 4,676,980. 
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Effector Function Engineering 

It can be desirable to modify the antibody of the invention with respect to effector 
function, so as to enhance, e.g., the effectiveness of the antibody in treating cancer. For 
example, cysteine residue(s) can be introduced into the Fc region, thereby allowing interchain 
disulfide bond formation in this region. The homodimeric antibody thus generated can have 
improved internalization capability and/or increased complement-mediated cell kiUing and 
antibody-dependent cellular cytotoxicity (ADCC). See Caron et al, J. Exp Med., 176: 1 191- 
1 195 (1992) and Shopes, J. Immunol, 148: 2918-2922 (1992), Homodimeric antibodies with 
enhanced anti-tumor activity can also be prepared using heterobifunctional cross-linkers as 
described in Wolff et al. Cancer Research, 53: 2560-2565 (1993). Alternatively, an antibody 
can be engineered that has dual Fc regions and can thereby have enhanced complement lysis 
and ADCC capabilities. See Stevenson et al., Anti-Cancer Drug Design, 3: 219-230 (1989), 

Immunoconjugates 

The invention also pertains to immunoconjugates comprising an antibody conjugated 
to a cytotoxic agent such as a chemotherapeutic agent, toxin (e.g., an enzymatically active 
toxin of bacterial, fungal, plant, or animal origin, or fragments thereof), or a radioactive 
isotope (i.e., a radioconjugate). 

Chemotherapeutic agents useful in the generation of such immunoconjugates have 
been described above. Enzymatically active toxins and fragments thereof that can be used 
include diphtheria A chain, nonbinding active fragments of diphtheria toxin, exotoxin A 
chain (from Pseudomonas aeruginosa), ricin A chain, abrin A chain, modeccin A chain, 
alpha-sarcin, Aleurites fordii proteins, dianthin proteins, Phytolaca americana proteins (PAPI, 
PAPII, and PAP-S), momordica charantia inhibitor, curcin, crotin, sapaonaria officinalis 
inhibitor, gelonin, mitogellin, restrictocin, phenomycin, enomycin, and the tricothecenes. A 
variety of radionuclides are available for the production of radioconjugated antibodies. 
Examples include '^'Bi, '^^I, ^^^In, ^V, and ^^^Re. 

Conjugates of the antibody and cytotoxic agent are made using a variety of 
bifunctional protein-coupling agents such as N-succinimidyl-3-(2-pyridyldithiol) propionate 
(SPDP), iminothiolane (IT), bifunctional derivatives of imidoesters (such as dimethyl 
adipimidate HCL), active esters (such as disuccinimidyl suberate), aldehydes (such as 
glutareldehyde), bis-azido compounds (such as bis (p-azidobenzoyl) hexanediamine), bis- 
diazonium derivatives (such as bis-(p-diazoniumbenzoyl)-ethylenediamine), diisocyanates 
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(such as tolyene 2,6-diisocyanate), and bis-active fluorine compounds (such as 1,5-difluoro- 
2,4-dinitrobenzene). For example, a ricin immunotoxin can be prepared as described in 
Vitetta et al.. Science, 238: 1098(1987). Carbon- 14-labeled l-isothiocyanatobenzyl-3- 
methyldiethylene triaminepentaacetic acid (MX-DTPA) is an exemplary chelating agent for 
conjugation of radionucleotide to the antibody. See W094/1 1026. 

In another embodiment, the antibody can be conjugated to a "receptor" (such 
streptavidin) for utilization in tumor pretargeting wherein the antibody-receptor conjugate is 
administered to the patient, followed by removal of unbound conjugate from the circulation 
using a clearing agent and then administration of a "ligand" (e.g., avidin) that is in turn 
conjugated to a cytotoxic agent. 

In one embodiment, methods for the screening of antibodies that possess the desired 
specificity include, but are not limited to, enzyme-linked immunosorbent assay (ELISA) and 
other immunologically-mediated techniques known within the art. In a specific embodiment, 
selection of antibodies that are specific to a particular domain of a GPCRX protein is 
facilitated by generation of hybridomas that bind to the fragment of a GPCRX protein 
possessing such a domain. Thus, antibodies that are specific for a desired domain within a 
GPCRX protein, or derivatives, fragments, analogs or homologs thereof, are also provided 
herein. 

Anti-GPCRX antibodies may be used in methods known within the art relating to the 
localization and/or quantitation of a GPCRX protein (e.g., for use in measuring levels of the 
GPCRX protein within appropriate physiological samples, for use in diagnostic methods, for 
use in imaging the protein, and the like). In a given embodiment, antibodies for GPCRX 
proteins, or derivatives, fragments, analogs or homologs thereof, that contain the antibody 
derived binding domain, are utilized as pharmacologically-active compounds (hereinafter 
"Therapeutics"). 

An anti-GPCRX antibody (e,g., monoclonal antibody) can be used to isolate a 
GPCRX polypeptide by standard techniques, such as affinity chromatography or 
immunoprecipitation. An anti-GPCRX antibody can facilitate the purification of natural 
GPCRX polypeptide from cells and of recombinantly-produced GPCRX polypeptide 
expressed in host cells. Moreover, an anti-GPCRX antibody can be used to detect GPCRX 
protein (e.g., in a cellular lysate or cell supernatant) in order to evaluate the abundance and 
pattern of expression of the GPCRX protein. Anti-GPCRX antibodies can be used 
diagnostically to monitor protein levels in tissue as part of a clinical testing procedure, e.g., 

50 



to, for example, determine the efficacy of a given treatment regimen. Detection can be 
facilitated by coupling (i.e., physically linking) the antibody to a detectable substance. 
Examples of detectable substances include various enzymes, prosthetic groups, fluorescent 
materials, luminescent materials, bioluminescent materials, and radioactive materials. 
Examples of suitable enzymes include horseradish peroxidase, alkaline phosphatase, 
p-galactosidase, or acetylcholinesterase; examples of suitable prosthetic group complexes 
include streptavidin/biotin and avidin/biotin; examples of suitable fluorescent materials 
include umbelliferone, fluorescein, fluorescein isothiocyanate, rhodamine, 
dichlorotriazinylamine fluorescein, dansyl chloride or phycoerythrin; an example of a 
luminescent material includes luminol; examples of bioluminescent materials include 
luciferase, luciferin, and aequorin, and examples of suitable radioactive material include I, 

131t 35q ^^3tt 

1, S or H. 

GPCRX Recombinant Expression Vectors and Host Cells 

Another aspect of the invention pertains to vectors, preferably expression vectors, 
containing a nucleic acid encoding a GPCRX protein, or derivatives, fragments, analogs or 
homologs thereof. As used herein, the term "vector" refers to a nucleic acid molecule capable 
of transporting another nucleic acid to which it has been linked. One type of vector is a 
"plasmid", which refers to a circular double stranded DNA loop into which additional DNA 
segments can be ligated. Another type of vector is a viral vector, wherein additional DNA 
segments can be ligated into the viral genome. Certain vectors are capable of autonomous 
replication in a host cell into which they are introduced (e.g., bacterial vectors having a 
bacterial origin of replication and episomal mammalian vectors). Other vectors (e.g., 
non-episomal mammalian vectors) are integrated into the genome of a host cell upon 
introduction into the host cell, and thereby are replicated along with the host genome. 
Moreover, certain vectors are capable of directing the expression of genes to which they are 
operatively-linked. Such vectors are referred to herein as "expression vectors". In general, 
expression vectors of utility in recombinant DNA techniques are often in the form of 
plasmids. In the present specification, "plasmid" and "vector" can be used interchangeably as 
the plasmid is the most commonly used form of vector. However, the invention is intended 
to include such other forms of expression vectors, such as viral vectors (e.g., replication 
defective retroviruses, adenoviruses and adeno-associated viruses), which serve equivalent 
functions. 
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The recombinant expression vectors of the invention comprise a nucleic acid of the 
invention in a form suitable for expression of the nucleic acid in a host cell, which means that 
the recombinant expression vectors include one or more regulatory sequences, selected on the 
basis of the host cells to be used for expression, that is operatively-linked to the nucleic acid 
sequence to be expressed. Within a recombinant expression vector, "operably-linked" is 
intended to mean that the nucleotide sequence of interest is linked to the regulatory 
sequence(s) in a manner that allows for expression of the nucleotide sequence {e.g., in an in 
vitro transcription/translation system or in a host cell when the vector is introduced into the 
host cell). 

The term "regulatory sequence" is intended to includes promoters, enhancers and 
other expression control elements {e.g., polyadenylation signals). Such regulatory sequences 
are described, for example, in Goeddel, GENE EXPRESSION TECHNOLOGY: METHODS IN 
Enzymology 185, Academic Press, San Diego, CaHf. (1990). Regulatory sequences include 
those that direct constitutive expression of a nucleotide sequence in many types of host cell 
and those that direct expression of the nucleotide sequence only in certain host cells (e.g., 
tissue-specific regulatory sequences). It will be appreciated by those skilled in the art that the 
design of the expression vector can depend on such factors as the choice of the host cell to be 
transformed, the level of expression of protein desired, etc. The expression vectors of the 
invention can be introduced into host cells to thereby produce proteins or peptides, including 
fusion proteins or peptides, encoded by nucleic acids as described herein (eg., GPCRX 
proteins, mutant forms of GPCRX proteins, fusion proteins, etc.). 

The recombinant expression vectors of the invention can be designed for expression 
of GPCRX proteins in prokaryotic or eukaryotic cells. For example, GPCRX proteins can be 
expressed in bacterial cells such as Escherichia coli, insect cells (using baculovirus 
expression vectors) yeast cells or mammalian cells. Suitable host cells are discussed further in 
Goeddel, GENE EXPRESSION TECHNOLOGY: Methods in Enzymology 185, Academic Press, 
San Diego, Calif (1990). Alternatively, the recombinant expression vector can be 
transcribed and translated in vitro, for example using T7 promoter regulatory sequences and 
T7 polymerase. 

Expression of proteins in prokaryotes is most often carried out in Escherichia coli 
with vectors containing constitutive or inducible promoters directing the expression of either 
fusion or non-fusion proteins. Fusion vectors add a number of amino acids to a protein 
encoded therein, usually to the amino terminus of the recombinant protein. Such fusion 
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vectors typically serve three purposes: (/) to increase expression of recombinant protein; (//) 
to increase the solubility of the recombinant protein; and (in) to aid in the purification of the 
recombinant protein by acting as a ligand in affinity purification. Often, in fusion expression 
vectors, a proteolytic cleavage site is introduced at the junction of the fusion moiety and the 

5 recombinant protein to enable separation of the recombinant protein from the fusion moiety 
subsequent to purification of the fusion protein. Such enzymes, and their cognate recognition 
sequences, include Factor Xa, thrombin and enterokinase. Typical fusion expression vectors 
include pGEX (Pharmacia Biotech Inc; Smith and Johnson, 1988. Gene 67: 31-40), pMAL 
(New England Biolabs, Beverly, Mass.) and pRIT5 (Pharmacia, Piscataway, N J.) that fuse 

10 glutathione S-transferase (GST), maltose E binding protein, or protein A, respectively, to the 
target recombinant protein. 

Examples of suitable inducible non-fusion E. coli expression vectors include pTrc 
(Amrann et aL, (1988) Gene 69:30 1-315) and pET 1 Id (Studier et al, GENE EXPRESSION 
Technology: Methods in Enzymology 185, Academic Press, San Diego, CaUf (1990) 

15 60-89). 

One strategy to maximize recombinant protein expression in E, coli is to express the 
protein in a host bacteria with an impaired capacity to proteolytically cleave the recombinant 
protein. See, e.g., Gottesman, GENE EXPRESSION TECHNOLOGY: METHODS IN ENZYMOLOGY 
185, Academic Press, San Diego, Calif. (1990) 1 19-128. Another strategy is to alter the 

20 nucleic acid sequence of the nucleic acid to be inserted into an expression vector so that the 
individual codons for each amino acid are those preferentially utilized in E. coli {see, e.g., 
Wada, et al, 1992. Nucl Acids Res, 20: 21 11-2118). Such alteration of nucleic acid 
sequences of the invention can be carried out by standard DNA synthesis techniques. 

In another embodiment, the GPCRX expression vector is a yeast expression vector. 

25 Examples of vectors for expression in yeast Saccharomyces cerivisae include pYepSec 1 

(Baldari, et a/., 1987. EMBOJ. 6: 229-234), pMFa (Kurjan and Herskowitz, 1982. Cell 30: 
933-943), pJRY88 (Schultz et aL, 1987. Gene 54: 1 13-123), pYES2 (Invitrogen Corporation, 
San Diego, Calif), and picZ (InVitrogen Corp, San Diego, Cahf ). 

Alternatively, GPCRX can be expressed in insect cells using baculovirus expression vectors. 
30 Baculovirus vectors available for expression of proteins in cultured insect cells (e.g., SF9 

cells) include the pAc series (Smith, et ai, 1983. Mol. Cell Biol 3: 2156-2165) and the pVL 
series (Lucklow and Summers, 1989. Virology 170: 31-39). 
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In yet another embodiment, a nucleic acid of the invention is expressed in 
mammalian cells using a mammalian expression vector. Examples of mammalian expression 
vectors include pCDM8 (Seed, 1987. Nature 329: 840) and pMT2PC (Kaufman, et a/., 1987. 
EMBOX 6: 187-195). When used in mammalian cells, the expression vector's control 
functions are often provided by viral regulatory elements. For example, commonly used 
promoters are derived from polyoma, adenovirus 2, cytomegalovirus, and simian virus 40. 
For other suitable expression systems for both prokaryotic and eukaryotic cells see, e.g., 
Chapters 16 and 17 of Sambrook, et aL, MOLECULAR CLONING: A Laboratory Manual. 
2nd ed., Cold Spring Harbor Laboratory, Cold Spring Harbor Laboratory Press, Cold Spring 
Harbor, N.Y., 1989. 

In another embodiment, the recombinant mammalian expression vector is capable of 
directing expression of the nucleic acid preferentially in a particular cell type {e.g., 
tissue-specific regulatory elements are used to express the nucleic acid). Tissue-specific 
regulatory elements are known in the art. Non-limiting examples of suitable tissue-specific 
promoters include the albumin promoter (liver-specific; Pinkert, et al, 1987. Genes Dev. 1: 
268-277), lymphoid-specific promoters (Calame and Eaton, 1988. Adv. Immunol. 43: 
235-275), in particular promoters of T cell receptors (Winoto and Baltimore, 1989. EMBOJ. 
8: 729-733) and immunoglobulins (Baneqi, et al, 1983. Cell 33: 729-740; Queen and 
Baltimore, 1983. Cell 33: 741-748), neuron-specific promoters {e.g., the neurofilament 
promoter; Byrne and Ruddle, 1989. Proc. Natl Acad. Sci. USA 86: 5473-5477), 
pancreas-specific promoters (Edlund, et al, 1985. Science 230: 912-916), and mammary 
gland-specific promoters (e.g., milk whey promoter; U.S. Pat, No. 4,873,316 and European 
Application Publication No. 264,166). Developmentally-regulated promoters are also 
encompassed, e.g., the murine hox promoters (Kessel and Gruss, 1990. Science 249: 
374-379) and the a-fetoprotein promoter (Campes and Tilghman, 1989. Genes Dev. 3: 
537-546), 

The invention further provides a recombinant expression vector comprising a DNA 
molecule of the invention cloned into the expression vector in an antisense orientation. That 
is, the DNA molecule is operatively-linked to a regulatory sequence in a manner that allows 
for expression (by transcription of the DNA molecule) of an RNA molecule that is antisense 
to GPCRX mRNA. Regulatory sequences operatively linked to a nucleic acid cloned in the 
antisense orientation can be chosen that direct the continuous expression of the antisense 
RNA molecule in a variety of cell types, for instance viral promoters and/or enhancers, or 
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regulatory sequences can be chosen that direct constitutive, tissue specific or cell type 
specific expression of antisense RNA. The antisense expression vector can be in the form of 
a recombinant plasmid, phagemid or attenuated virus in which antisense nucleic acids are 
produced under the control of a high efficiency regulatory region, the activity of which can be 
determined by the cell type into which the vector is introduced. For a discussion of the 
regulation of gene expression using antisense genes see, e.g., Weintraub, et aL, "Antisense 
RNA as a molecular tool for genetic analysis," Reviews-Trends in Genetics, Vol. 1(1) 1986. 

Another aspect of the invention pertains to host cells into which a recombinant 
expression vector of the invention has been introduced. The terms "host cell" and 
"recombinant host cell" are used interchangeably herein. It is understood that such terms 
refer not only to the particular subject cell but also to the progeny or potential progeny of 
such a cell. Because certain modifications may occur in succeeding generations due to either 
mutation or environmental influences, such progeny may not, in fact, be identical to the 
parent cell, but are still included within the scope of the term as used herein. 

A host cell can be any prokaryotic or eukaryotic cell For example, GPCRX protein 
can be expressed in bacterial cells such as E, coli, insect cells, yeast or mammalian cells 
(such as Chinese hamster ovary cells (CHO) or COS cells). Other suitable host cells are 
known to those skilled in the art. 

Vector DNA can be introduced into prokaryotic or eukaryotic cells via conventional 
transformation or transfection techniques. As used herein, the terms "transformation" and 
"transfection" are intended to refer to a variety of art-recognized techniques for introducing 
foreign nucleic acid {e.g,^ DNA) into a host cell, including calcium phosphate or calcium 
chloride co-precipitation, DEAE-dextran-mediated transfection, lipofection, or 
electroporation. Suitable methods for transforming or transfecting host cells can be found in 
Sambrook, et al (MOLECULAR CLONING: A LABORATORY Manual. 2nd ed.. Cold Spring 
Harbor Laboratory, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y., 1989), 
and other laboratory manuals. 

For stable transfection of mammalian cells, it is known that, depending upon the 
expression vector and transfection technique used, only a small fraction of cells may integrate 
the foreign DNA into their genome. In order to identify and select these integrants, a gene 
that encodes a selectable marker {e.g,, resistance to antibiotics) is generally introduced into 
the host cells along with the gene of interest. Various selectable markers include those that 
confer resistance to drugs, such as G418, hygromycin and methotrexate. Nucleic acid 
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encoding a selectable marker can be introduced into a host cell on the same vector as that 
encoding GPCRX or can be introduced on a separate vector. Cells stably transfected with the 
introduced nucleic acid can be identified by drug selection (e.g., cells that have incorporated 
the selectable marker gene will survive, while the other cells die). 

A host cell of the invention, such as a prokaryotic or eukaiyotic host cell in culture, 
can be used to produce (i.e., express) GPCRX protein. Accordingly, the invention further 
provides methods for producing GPCRX protein using the host cells of the invention. In one 
embodiment, the method comprises culturing the host cell of invention (into which a 
recombinant expression vector encoding GPCRX protein has been introduced) in a suitable 
medium such that GPCRX protein is produced. In another embodiment, the method further 
comprises isolating GPCRX protein from the medium or the host cell. 

Transgenic GPCRX Animals 

The host cells of the invention can also be used to produce non-human transgenic 
animals. For example, in one embodiment, a host cell of the invention is a fertilized oocyte 
or an embryonic stem cell into which GPCRX protein-coding sequences have been 
introduced. Such host cells can then be used to create non-human transgenic animals in which 
exogenous GPCRX sequences have been introduced into their genome or homologous 
recombinant animals in which endogenous GPCRX sequences have been altered. Such 
animals are useful for studying the function and/or activity of GPCRX protein and for 
identifying and/or evaluating modulators of GPCRX protein activity. As used herein, a 
"transgenic animal" is a non-human animal, preferably a mammal, more preferably a rodent 
such as a rat or mouse, in which one or more of the cells of the animal includes a transgene. 
Other examples of transgenic animals include non-human primates, sheep, dogs, cows, goats, 
chickens, amphibians, etc. A transgene is exogenous DNA that is integrated into the genome 
of a cell from which a transgenic animal develops and that remains in the genome of the 
mature animal, thereby directing the expression of an encoded gene product in one or more 
cell types or tissues of the transgenic animal. As used herein, a "homologous recombinant 
animal" is a non-human animal, preferably a mammal, more preferably a mouse, in which an 
endogenous GPCRX gene has been altered by homologous recombination between the 
endogenous gene and an exogenous DNA molecule introduced into a cell of the animal, e.g., 
an embryonic cell of the animal, prior to development of the animal. 



56 



A transgenic animal of the invention can be created by introducing GPCRX-encoding 
nucleic acid into the male pronuclei of a fertilized oocyte {e.g., by microinjection, retroviral 
infection) and allowing the oocyte to develop in a pseudopregnant female foster animal. The 
huma GPCRX cDNA sequences ofSEQ IDNOS:l,3,5, 7, 9, 11, 13, 15, 17, 19,21,23,25, 
27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 
77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 111, 113, 1 15, 117, 
119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 
155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 
191, 193, 195, 197 and 199 can be introduced as a transgene into the genome of a non-human 
animal. Alternatively, a non-human homologue of the huma GPCRX gene, such as a mouse 
GPCRX gene, can be isolated based on hybridization to the huma GPCRX cDNA (described 
further supra) and used as a transgene. Intronic sequences and polyadenylation signals can 
also be included in the transgene to increase the efficiency of expression of the transgene. A 
tissue-specific regulatory sequence(s) can be operably-linked to the GPCRX transgene to 
direct expression of GPCRX protein to particular cells. Methods for generating transgenic 
animals via embryo manipulation and microinjection, particularly animals such as mice, have 
become conventional in the art and are described, for example, in U.S. Patent Nos. 4,736,866; 
4,870,009; and 4,873,191; and Hogan, 1986. In: MANIPULATING THE MOUSE EMBRYO, Cold 
Spring Harbor Laboratory Press, Cold Spring Harbor, N. Y. Similar methods are used for 
production of other transgenic animals. A transgenic founder animal can be identified based 
upon the presence of the GPCRX transgene in its genome and/or expression of GPCRX 
mRNA in tissues or cells of the animals. A transgenic founder animal can then be used to 
breed additional animals carrying the transgene. Moreover, transgenic animals carrying a 
transgene-encoding GPCRX protein can further be bred to other transgenic animals carrying 
other transgenes. 

To create a homologous recombinant animal, a vector is prepared which contains at 
least a portion of a GPCRX gene into which a deletion, addition or substitution has been 
introduced to thereby alter, e,g. , functionally disrupt, the GPCRX gene. The GPCRX gene 
can be a human gene (e.g., the cDNA of SEQ ID N0S:1, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 
25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 
75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 
119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 
155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 
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191, 193, 195, 197 and 199), but more preferably, is a non-human homologue of a huma 
GPCRX gene. For example, a mouse homologue of huma GPCRX gene of SEQ ID NOS: 1 , 
3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 
55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 
103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 
139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 
175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199 can be used to construct a 
homologous recombination vector suitable for altering an endogenous GPCRX gene in the 
mouse genome. In one embodiment, the vector is designed such that, upon homologous 
recombination, the endogenous GPCRX gene is functionally disrupted no longer 
encodes a functional protein; also referred to as a "knock out" vector). 

Alternatively, the vector can be designed such that, upon homologous recombination, 
the endogenous GPCRX gene is mutated or otherwise altered but still encodes functional 
protein (eg., the upstream regulatory region can be altered to thereby alter the expression of 
the endogenous GPCRX protein). In the homologous recombination vector, the altered 
portion of the GPCRX gene is flanked at its 5 - and 3 -termini by additional nucleic acid of 
the GPCRX gene to allow for homologous recombination to occur between the exogenous 
GPCRX gene carried by the vector and an endogenous GPCRX gene in an embryonic stem 
cell. The additional flanking GPCRX nucleic acid is of sufficient length for successful 
homologous recombination with the endogenous gene. Typically, several kilobases of 
flanking DNA (both at the 5 - and 3 -termini) are included in the vector. See, e.g., Thomas, et 
al, 1987. Cell 51: 503 for a description of homologous recombination vectors. The vector is 
ten introduced into an embiyonic stem cell line (e.g., by electroporation) and cells in which 
the introduced GPCRX gene has homologously-recombined with the endogenous GPCRX 
gene are selected. See, e.g., Li, et al,, 1992. Cell 69: 915, 

The selected cells are then injected into a blastocyst of an animal {e.g., a mouse) to 
form aggregation chimeras. See, e.g, Bradley, 1987. In: TeratocarCINOMAS AND 
Embryonic Stem Cells: A Practical Approach, Robertson, ed. IRL, Oxford, pp. 
1 13-152. A chimeric embryo can then be implanted into a suitable pseudopregnant female 
foster animal and the embryo brought to term. Progeny harboring the homologously- 
recombined DNA in their germ cells can be used to breed animals in which all cells of the 
animal contain the homologously-recombined DNA by germline transmission of the 
transgene. Methods for constructing homologous recombination vectors and homologous 
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recombinant animals are described further in Bradley, 1991. Curr. Opin. Biotechnol. 2: 
823-829; PCX International Publication Nos.: WO 90/1 1354; WO 91/01 140; WO 92/0968; 
and WO 93/04169. 

In another embodiment, transgenic non-humans animals can be produced that contain 
selected systems that allow for regulated expression of the transgene. One example of such a 
system is the cre/loxP recombinase system of bacteriophage PI. For a description of the 
cre/loxP recombinase system, See, eg., Lakso, etaL, 1992. Proc, Natl Acad. ScL USA 89: 
6232-6236. Another example of a recombinase system is the FLP recombinase system of 
Saccharomyces cerevisiae. See, O'Gorman, a/., \99\. Science 15\:\2>Sl'\2>55, If a 
cre/loxP recombinase system is used to regulate expression of the transgene, animals 
containing transgenes encoding both the Cre recombinase and a selected protein are required. 
Such animals can be provided through the construction of "double" transgenic animals, e.g., 
by mating two transgenic animals, one containing a transgene encoding a selected protein and 
the other containing a transgene encoding a recombinase. 

Clones of the non-human transgenic animals described herein can also be produced 
according to the methods described in Wilmut, et al, 1997. Nature 385: 810-813. In brief, a 
cell {e.g., a somatic cell) from the transgenic animal can be isolated and induced to exit the 
growth cycle and enter Go phase. The quiescent cell can then be fused, e.g., through the use 
of electrical pulses, to an enucleated oocyte from an animal of the same species from which 
the quiescent cell is isolated. The reconstructed oocyte is then cultured such that it develops 
to morula or blastocyte and then transferred to pseudopregnant female foster animal. The 
offspring borne of this female foster animal will be a clone of the animal from which the cell 
the somatic cell) is isolated. 

Pharmaceutical Compositions 

The GPCRX nucleic acid molecules, GPCRX proteins, and anti-GPCRX antibodies 
(also referred to herein as "active compounds") of the invention, and derivatives, fragments, 
analogs and homologs thereof, can be incorporated into pharmaceutical compositions suitable 
for administration. Such compositions typically comprise the nucleic acid molecule, protein, 
or antibody and a pharmaceutically acceptable carrier. As used herein, "pharmaceutically 
acceptable carrier" is intended to include any and all solvents, dispersion media, coatings, 
antibacterial and antifungal agents, isotonic and absorption delaying agents, and the like, 
compatible with pharmaceutical administration. Suitable carriers are described in the most 
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recent edition of Remington's Pharmaceutical Sciences, a standard reference text in the field, 
which is incorporated herein by reference. Preferred examples of such carriers or diluents 
include, but are not limited to, water, saline, finger's solutions, dextrose solution, and 5% 
human serum albumin. Liposomes and non-aqueous vehicles such as fixed oils may also be 
used. The use of such media and agents for pharmaceutically active substances is well 
known in the art. Except insofar as any conventional media or agent is incompatible with the 
active compound, use thereof in the compositions is contemplated. Supplementary active 
compounds can also be incorporated into the compositions. 

A pharmaceutical composition of the invention is formulated to be compatible with its 
intended route of administration. Examples of routes of administration include parenteral, 
e.g., intravenous, intradermal, subcutaneous, oral (eg., inhalation), transdermal topical), 
transmucosal, and rectal administration. Solutions or suspensions used for parenteral, 
intradermal, or subcutaneous application can include the following components: a sterile 
diluent such as water for injection, saline solution, fixed oils, polyethylene glycols, glycerine, 
propylene glycol or other synthetic solvents; antibacterial agents such as benzyl alcohol or 
methyl parabens; antioxidants such as ascorbic acid or sodium bisulfite; chelating agents such 
as ethylenediaminetetraacetic acid (EDTA); buffers such as acetates, citrates or phosphates, 
and agents for the adjustment of tonicity such as sodium chloride or dextrose. The pH can be 
adjusted with acids or bases, such as hydrochloric acid or sodium hydroxide. The parenteral 
preparation can be enclosed in ampoules, disposable syringes or multiple dose vials made of 
glass or plastic. 

Pharmaceutical compositions suitable for injectable use include sterile aqueous 
solutions (where water soluble) or dispersions and sterile powders for the extemporaneous 
preparation of sterile injectable solutions or dispersion. For intravenous administration, 

TM 

suitable carriers include physiological saline, bacteriostatic water, Cremophor EL (BASF, 
Parsippany, N J.) or phosphate buffered saline (PBS). In all cases, the composition must be 
sterile and should be fluid to the extent that easy syringeability exists. It must be stable under 
the conditions of manufacture and storage and must be preserved against the contaminating 
action of microorganisms such as bacteria and fungi. The carrier can be a solvent or 
dispersion medium containing, for example, water, ethanol, polyol (for example, glycerol, 
propylene glycol, and liquid polyethylene glycol, and the like), and suitable mixtures thereof. 
The proper fluidity can be maintained, for example, by the use of a coating such as lecithin, 
by the maintenance of the required particle size in the case of dispersion and by the use of 
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surfactants. Prevention of the action of microorganisms can be achieved by various 
antibacterial and antifungal agents, for example, parabens, chlorobutanol, phenol, ascorbic 
acid, thimerosal, and the like. In many cases, it will be preferable to include isotonic agents, 
for example, sugars, polyalcohols such as manitol, sorbitol, sodium chloride in the 
composition. Prolonged absorption of the injectable compositions can be brought about by 
including in the composition an agent which delays absorption, for example, aluminum 
monostearate and gelatin. 

Sterile injectable solutions can be prepared by incorporating the active compound 
(e.g., a GPCRX protein or anti-GPCRX antibody) in the required amount in an appropriate 
solvent with one or a combination of ingredients enumerated above, as required, followed by 
filtered sterilization. Generally, dispersions are prepared by incorporating the active 
compound into a sterile vehicle that contains a basic dispersion medium and the required 
other ingredients from those enumerated above. In the case of sterile powders for the 
preparation of sterile injectable solutions, methods of preparation are vacuum drying and 
freeze-drying that yields a powder of the active ingredient plus any additional desired 
ingredient from a previously sterile-filtered solution thereof. 

Oral compositions generally include an inert diluent or an edible carrier. They can be 
enclosed in gelatin capsules or compressed into tablets. For the purpose of oral therapeutic 
administration, the active compound can be incorporated with excipients and used in the form 
of tablets, troches, or capsules. Oral compositions can also be prepared using a fluid carrier 
for use as a mouthwash, wherein the compound in the fluid carrier is applied orally and 
swished and expectorated or swallowed. Pharmaceutically compatible binding agents, and/or 
adjuvant materials can be included as part of the composition. The tablets, pills, capsules, 
troches and the like can contain any of the following ingredients, or compounds of a similar 
nature: a binder such as microcrystalline cellulose, gum tragacanth or gelatin; an excipient 
such as starch or lactose, a disintegrating agent such as alginic acid, Primogel, or com starch; 
a lubricant such as magnesium stearate or Sterotes; a glidant such as colloidal silicon dioxide; 
a sweetening agent such as sucrose or saccharin; or a flavoring agent such as peppermint, 
methyl salicylate, or orange flavoring. 

For administration by inhalation, the compounds are delivered in the form of an 
aerosol spray from pressured container or dispenser which contains a suitable propellant, eg., 
a gas such as carbon dioxide, or a nebulizer. 
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Systemic administration can also be by transmucosal or transdermal means. For 
transmucosal or transdermal administration, penetrants appropriate to the barrier to be 
permeated are used in the formulation. Such penetrants are generally known in the art, and 
include, for example, for transmucosal administration, detergents, bile salts, and fiisidic acid 
derivatives. Transmucosal administration can be accomplished through the use of nasal 
sprays or suppositories. For transdermal administration, the active compounds are 
formulated into ointments, salves, gels, or creams as generally known in the art. 

The compounds can also be prepared in the form of suppositories {e.g., with 
conventional suppository bases such as cocoa butter and other glycerides) or retention 
enemas for rectal delivery. 

In one embodiment, the active compounds are prepared with carriers that will protect 
the compound against rapid elimination from the body, such as a controlled release 
formulation, including implants and microencapsulated delivery systems. Biodegradable, 
biocompatible polymers can be used, such as ethylene vinyl acetate, polyanhydrides, 
polyglycolic acid, collagen, polyorthoesters, and polylactic acid. Methods for preparation of 
such formulations will be apparent to those skilled in the art. The materials can also be 
obtained commercially from Alza Corporation and Nova Pharmaceuticals, Inc. Liposomal 
suspensions (including liposomes targeted to infected cells with monoclonal antibodies to 
viral antigens) can also be used as pharmaceutically acceptable carriers. These can be 
prepared according to methods known to those skilled in the art, for example, as described in 

U.S. Patent No. 4,522,811. 

It is especially advantageous to formulate oral or parenteral compositions in dosage 
unit form for ease of administration and uniformity of dosage. Dosage unit form as used 
herein refers to physically discrete units suited as unitary dosages for the subject to be 
treated; each unit containing a predetermined quantity of active compound calculated to 
produce the desired therapeutic effect in association with the required pharmaceutical carrier. 
The specification for the dosage unit forms of the invention are dictated by and directly 
dependent on the unique characteristics of the active compound and the particular therapeutic 
effect to be achieved, and the limitations inherent in the art of compounding such an active 
compound for the treatment of individuals. 

The nucleic acid molecules of the invention can be inserted into vectors and used as 
gene therapy vectors. Gene therapy vectors can be delivered to a subject by, for example, 
intravenous injection, local administration (see, e.g., U.S. Patent No. 5,328,470) or by 
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stereotactic injection {see, e.g., Chen, et aL, 1994. Proc. Natl. Acad. ScL USA 91: 
3054-3057). The pharmaceutical preparation of the gene therapy vector can include the gene 
therapy vector in an acceptable diluent, or can comprise a slow release matrix in which the 
gene delivery vehicle is imbedded. Alternatively, where the complete gene delivery vector 
can be produced intact from recombinant cells, e.g., retroviral vectors, the pharmaceutical 
preparation can include one or more cells that produce the gene delivery system. 

The pharmaceutical compositions can be included in a container, pack, or dispenser 
together with instructions for administration. 

Screening and Detection Methods 

The isolated nucleic acid molecules of the invention can be used to express GPCRX 
protein (e.g., via a recombinant expression vector in a host cell in gene therapy applications), 
to detect GPCRX mRNA (e.g. , in a biological sample) or a genetic lesion in a GPCRX gene, 
and to modulate GPCRX activity, as described further, below. In addition, the GPCRX 
proteins can be used to screen drugs or compounds that modulate the GPCRX protein activity 
or expression as well as to treat disorders characterized by insufficient or excessive 
production of GPCRX protein or production of GPCRX protein forms that have decreased or 
aberrant activity compared to GPCRX wild-type protein (e.g.; diabetes (regulates insulin 
release); obesity (binds and transport lipids); metabolic disturbances associated with obesity, 
the metabolic syndrome X as well as anorexia and wasting disorders associated with chronic 
diseases and various cancers, and infectious disease(possesses anti-microbial activity) and the 
various dyslipidemias. In addition, the anti-GPCRX antibodies of the invention can be used 
to detect and isolate GPCRX proteins and modulate GPCRX activity. In yet a further aspect, 
the invention can be used in methods to influence appetite, absorption of nutrients and the 
disposition of metabolic substrates in both a positive and negative fashion. 

The invention further pertains to novel agents identified by the screening assays 
described herein and uses thereof for treatments as described, supra. 

Screening Assays 

The invention provides a method (also referred to herein as a "screening assay") for 
identifying modulators, /.e., candidate or test compounds or agents (e.g., peptides, 
peptidomimetics, small molecules or other drugs) that bind to GPCRX proteins or have a 
stimulatory or inhibitory effect on, e.g., GPCRX protein expression or GPCRX protein 
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activity. The invention also includes compounds identified in the screening assays described 
herein. 

In one embodiment, the invention provides assays for screening candidate or test 
compounds which bind to or modulate the activity of the membrane-bound form of a GPCRX 
protein or polypeptide or biologically-active portion thereof. The test compounds of the 
invention can be obtained using any of the numerous approaches in combinatorial library 
methods known in the art, including: biological libraries; spatially addressable parallel solid 
phase or solution phase libraries; synthetic library methods requiring deconvolution; the 
"one-bead one-compound" library method; and synthetic library methods using affinity 
chromatography selection. The biological library approach is limited to peptide libraries, 
while the other four approaches are applicable to peptide, non-peptide oligomer or small 
molecule libraries of compounds. See, e.g.. Lam, 1991 . Anticancer Drug Design 12: 145. 

A "small molecule" as used herein, is meant to refer to a composition that has a 
molecular weight of less than about 5 kD and most preferably less than about 4 kD. Small 
molecules can be, eg., nucleic acids, peptides, polypeptides, peptidomimetics, carbohydrates, 
lipids or other organic or inorganic molecules. Libraries of chemical and/or biological 
mixtures, such as fungal, bacterial, or algal extracts, are known in the art and can be screened 
with any of the assays of the invention. 

Examples of methods for the synthesis of molecular libraries can be found in the art, 
for example in: DeWitt, et aL, 1993. Proc. Natl Acad. Set U.S.A. 90: 6909; Erb, et al, 1994. 
Proc, Natl Acad. ScL U.S.A. 91: 1 1422; Zuckermann, et al, 1994. J. Med. Chem. 37: 2678; 
Cho, et al, 1993. Science 261 : 1303; Carrell, et al, 1994. Angew, Chem. Int. Ed. Engl 33: 
2059; Carell, et al, 1994. Angew. Chem. Int. Ed. Engl 33: 2061; and Gallop, et aL, 1994. /. 
Med. Chem. 37: 1233. 

Libraries of compounds may be presented in solution (e.g., Houghten, 1992. 
Biotechniques 13: 412-421), or on beads (Lam, 1991. Nature 354: 82-84), on chips (Fodor, 
1993. Nature 364: 555-556), bacteria (Ladner, U.S. Patent No. 5,223,409), spores (Ladner, 
U.S. Patent 5,233,409), plasmids (Cull, et a/., 1992. Proc. Natl Acad ScL USA 89: 
1865-1869) or on phage (Scott and Smith, 1990. Science 249: 386-390; Devlin, 1990. Science 
249: 404-406; Cwirla, etal, 1990. Proc. Natl Acad ScL U.S.A. 87: 6378-6382; Felici, 1991. 
J. Mol Biol 222: 301-310; Ladner, U.S. Patent No. 5,233,409.). 

In one embodiment, an assay is a cell-based assay in which a cell which expresses a 
membrane-bound form of GPCRX protein, or a biologically-active portion thereof, on the 
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cell surface is contacted with a test compound and the ability of the test compound to bind to 
a GPCRX protein determined. The cell, for example, can of mammalian origin or a yeast 
cell. Determining the ability of the test compound to bind to the GPCRX protein can be 
accomplished, for example, by coupling the test compound with a radioisotope or enzymatic 
label such that binding of the test compound to the GPCRX protein or biologically-active 
portion thereof can be determined by detecting the labeled compound in a complex. For 
example, test compounds can be labeled with ^^^I, "^^S, '"^C, or ^H, either directly or indirectly, 
and the radioisotope detected by direct counting of radioemission or by scintillation counting. 
Alternatively, test compounds can be enzymatically-labeled with, for example, horseradish 
peroxidase, alkaline phosphatase, or luciferase, and the enzymatic label detected by 
determination of conversion of an appropriate substrate to product. In one embodiment, the 
assay comprises contacting a cell which expresses a membrane-bound form of GPCRX 
protein, or a biologically-active portion thereof, on the cell surface with a known compound 
which binds GPCRX to form an assay mixture, contacting the assay mixture with a test 
compound, and determining the ability of the test compound to interact with a GPCRX 
protein, wherein determining the ability of the test compound to interact with a GPCRX 
protein comprises determining the ability of the test compound to preferentially bind to 
GPCRX protein or a biologically-active portion thereof as compared to the known 
compound. 

In another embodiment, an assay is a cell-based assay comprising contacting a cell 
expressing a membrane-bound form of GPCRX protein, or a biologically-active portion 
thereof, on the cell surface with a test compound and determining the ability of the test 
compound to modulate (e.g., stimulate or inhibit) the activity of the GPCRX protein or 
biologically-active portion thereof Determining the ability of the test compound to modulate 
the activity of GPCRX or a biologically-active portion thereof can be accomplished, for 
example, by determining the ability of the GPCRX protein to bind to or interact with a 
GPCRX target molecule. As used herein, a "target molecule" is a molecule with which a 
GPCRX protein binds or interacts in nature, for example, a molecule on the surface of a cell 
which expresses a GPCRX interacting protein, a molecule on the surface of a second cell, a 
molecule in the extracellular milieu, a molecule associated with the internal surface of a cell 
membrane or a cytoplasmic molecule. A GPCRX target molecule can be a non-GPCRX 
molecule or a GPCRX protein or polypeptide of the invention. In one embodiment, a 
GPCRX target molecule is a component of a signal transduction pathway that facilitates 
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transduction of an extracellular signal (e.g, a signal generated by binding of a compound to a 
membrane-bound GPCRX molecule) through the cell membrane and into the cell. The 
target, for example, can be a second intercellular protein that has catalytic activity or a 
protein that facilitates the association of downstream signaling molecules with GPCRX. 

Determining the ability of the GPCRX protein to bind to or interact with a GPCRX 
target molecule can be accomplished by one of the methods described above for determining 
direct binding. In one embodiment, determining the ability of the GPCRX protein to bind to 
or interact with a GPCRX target molecule can be accomplished by determining the activity of 
the target molecule. For example, the activity of the target molecule can be determined by 
detecting induction of a cellular second messenger of the target (Le, intracellular Ca , 
diacylglycerol, IP3, etc.), detecting catalytic/enzymatic activity of the target an appropriate 
substrate, detecting the induction of a reporter gene (comprising a GPCRX-responsive 
regulatory element operatively linked to a nucleic acid encoding a detectable marker, e.g., 
luciferase), or detecting a cellular response, for example, cell survival, cellular differentiation, 
or cell proliferation. 

In yet another embodiment, an assay of the invention is a cell-free assay comprising 
contacting a GPCRX protein or biologically-active portion thereof with a test compound and 
determining the ability of the test compound to bind to the GPCRX protein or biologically- 
active portion thereof. Binding of the test compound to the GPCRX protein can be 
determined either directly or indirectly as described above. In one such embodiment, the 
assay comprises contacting the GPCRX protein or biologically-active portion thereof with a 
known compound which binds GPCRX to form an assay mixture, contacting the assay 
mixture with a test compound, and determining the ability of the test compound to interact 
with a GPCRX protein, wherein determining the ability of the test compound to interact with 
a GPCRX protein comprises determining the ability of the test compound to preferentially 
bind to GPCRX or biologically-active portion thereof as compared to the known compound. 

In still another embodiment, an assay is a cell-free assay comprising contacting 
GPCRX protein or biologically-active portion thereof with a test compound and determining 
the ability of the test compound to modulate (e.g. stimulate or inhibit) the activity of the 
GPCRX protein or biologically-active portion thereof. Determining the ability of the test 
compound to modulate the activity of GPCRX can be accomplished, for example, by 
determining the ability of the GPCRX protein to bind to a GPCRX target molecule by one of 
the methods described above for determining direct binding. In an alternative embodiment, 
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determining the ability of the test compound to modulate the activity of GPCRX protein can 
be accomplished by determining the ability of the GPCRX protein further modulate a 
GPCRX target molecule. For example, the catalytic/enzymatic activity of the target molecule 
on an appropriate substrate can be determined as described, supra. 

In yet another embodiment, the cell-free assay comprises contacting the GPCRX 
protein or biologically-active portion thereof with a known compound which binds GPCRX 
protein to form an assay mixture, contacting the assay mixture with a test compound, and 
determining the ability of the test compound to interact with a GPCRX protein, wherein 
determining the ability of the test compound to interact with a GPCRX protein comprises 
determining the ability of the GPCRX protein to preferentially bind to or modulate the 
activity of a GPCRX target molecule. 

The cell-free assays of the invention are amenable to use of both the soluble form or 
the membrane-bound form of GPCRX protein. In the case of cell-free assays comprising the 
membrane-bound form of GPCRX protein, it may be desirable to utilize a solubilizing agent 
such that the membrane-bound form of GPCRX protein is maintained in solution. Examples 
of such solubilizing agents include non-ionic detergents such as n-octylglucoside, 
n-dodecylglucoside, n-dodecylmahoside, octanoyl-N-methylglucamide, 
decanoyl-N-methylglucamide, Triton® X-100, Triton® X-1 14, Tliesit®, 
Isotridecypoly(ethylene glycol ether)n, N-dodecyl-N,N-dimethyl-3-ammonio-l -propane 
sulfonate, 3-(3-cholamidopropyl) dimethylamminiol-1 -propane sulfonate (CHAPS), or 
3-(3-cholamidopropyl)dimethylamminiol-2-hydroxy-l -propane sulfonate (CHAPSO). 

In more than one embodiment of the above assay methods of the invention, it may be 
desirable to immobilize either GPCRX protein or its target molecule to facilitate separation of 
complexed from uncomplexed forms of one or both of the proteins, as well as to 
accommodate automation of the assay. Binding of a test compound to GPCRX protein, or 
interaction of GPCRX protein with a target molecule in the presence and absence of a 
candidate compound, can be accomplished in any vessel suitable for containing the reactants. 
Examples of such vessels include microtiter plates, test tubes, and micro-centrifuge tubes. In 
one embodiment, a fusion protein can be provided that adds a domain that allows one or both 
of the proteins to be bound to a matrix. For example, GST-GPCRX fusion proteins or GST- 
target ftision proteins can be adsorbed onto glutathione sepharose beads (Sigma Chemical, St. 
Louis, MO) or glutathione derivatized microtiter plates, that are then combined with the test 
compound or the test compound and either the non-adsorbed target protein or GPCRX 
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protein, and the mixture is incubated under conditions conducive to complex formation {e.g., 
at physiological conditions for salt and pH). Following incubation, the beads or microtiter 
plate wells are washed to remove any unbound components, the matrix immobilized in the 
case of beads, complex determined either directly or indirectly, for example, as described, 
supra. Alternatively, the complexes can be dissociated from the matrix, and the level of 
GPCRX protein binding or activity determined using standard techniques. 

Other techniques for immobilizing proteins on matrices can also be used in the 
screening assays of the invention. For example, either the GPCRX protein or its target 
molecule can be immobilized utilizing conjugation of biotin and streptavidin, Biotinylated 
GPCRX protein or target molecules can be prepared from biotin-NHS 
(N-hydroxy-succinimide) using techniques well-known within the art {e.g., biotinylation kit, 
Pierce Chemicals, Rockford, III), and immobilized in the wells of streptavidin-coated 96 well 
plates (Pierce Chemical). Alternatively, antibodies reactive with GPCRX protein or target 
molecules, but which do not interfere with binding of the GPCRX protein to its target 
molecule, can be derivatized to the wells of the plate, and unbound target or GPCRX protein 
trapped in the wells by antibody conjugation. Methods for detecting such complexes, in 
addition to those described above for the GST-immobilized complexes, include 
immunodetection of complexes using antibodies reactive with the GPCRX protein or target 
molecule, as well as enzyme-linked assays that rely on detecting an enzymatic activity 
associated with the GPCRX protein or target molecule. 

In another embodiment, modulators of GPCRX protein expression are identified in a 
method wherein a cell is contacted with a candidate compound and the expression of GPCRX 
mRNA or protein in the cell is determined. The level of expression of GPCRX mRNA or 
protein in the presence of the candidate compound is compared to the level of expression of 
GPCRX mRNA or protein in the absence of the candidate compound. The candidate 
compound can then be identified as a modulator of GPCRX mRNA or protein expression 
based upon this comparison. For example, when expression of GPCRX mRNA or protein is 
greater {i.e., statistically significantly greater) in the presence of the candidate compound than 
in its absence, the candidate compound is identified as a stimulator of GPCRX mRNA or 
protein expression. Alternatively, when expression of GPCRX mRNA or protein is less 
(statistically significantly less) in the presence of the candidate compound than in its absence, 
the candidate compound is identified as an inhibitor of GPCRX mRNA or protein expression. 
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The level of GPCRX mRNA or protein expression in the cells can be determined by methods 
described herein for detecting GPCRX mRNA or protein. 

In yet another aspect of the invention, the GPCRX proteins can be used as "bait 
proteins" in a two-hybrid assay or three hybrid assay {see, U.S. Patent No. 5,283,3 17; 
Zervos, et aL, 1993. Cell 11: 223-232; Madura, et a/., 1993. J. BioL Chem, 268: 
12046-12054; Bartel, et ai, 1993. Biotechniques 14: 920-924; Iwabuchi, et al, 1993. 
Oncogene 8: 1693-1696; and Brent WO 94/10300), to identify other proteins that bind to or 
interact with GPCRX ("GPCRX-binding proteins" or "GPCRX-bp") and modulate GPCRX 
activity. Such GPCRX-binding proteins are also likely to be involved in the propagation of 
signals by the GPCRX proteins as, for example, upstream or downstream elements of the 
GPCRX pathway. 

The two-hybrid system is based on the modular nature of most transcription factors, 
which consist of separable DNA-binding and activation domains. Briefly, the assay utilizes 
two different DNA constructs. In one construct, the gene that codes for GPCRX is fused to a 
gene encoding the DNA binding domain of a known transcription factor (e.g., GAL-4). In 
the other construct, a DNA sequence, from a library of DNA sequences, that encodes an 
unidentified protein ("prey" or "sample") is fused to a gene that codes for the activation 
domain of the known transcription factor. If the "bait" and the "prey" proteins are able to 
interact, in vivo, forming a GPCRX-dependent complex, the DNA-binding and activation 
domains of the transcription factor are brought into close proximity. This proximity allows 
transcription of a reporter gene (e.g., LacZ) that is operably linked to a transcriptional 
regulatory site responsive to the transcription factor. Expression of the reporter gene can be 
detected and cell colonies containing the functional transcription factor can be isolated and 
used to obtain the cloned gene that encodes the protein which interacts with GPCRX. 

The invention further pertains to novel agents identified by the aforementioned 
screening assays and uses thereof for treatments as described herein. 

Detection Assays 

Portions or fragments of the cDNA sequences identified herein (and the 
corresponding complete gene sequences) can be used in numerous ways as polynucleotide 
reagents. By way of example, and not of limitation, these sequences can be used to: (/) map 
their respective genes on a chromosome; and, thus, locate gene regions associated with 
genetic disease; (ii) identify an individual from a minute biological sample (tissue typing); 
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and {Hi) aid in forensic identification of a biological sample. Some of these applications are 
described in the subsections, below. 

Chromosome Mapping 

Once the sequence (or a portion of the sequence) of a gene has been isolated, this 
sequence can be used to map the location of the gene on a chromosome. This process is 
called chromosome mapping. Accordingly, portions or fragments of the GPCRX sequences, 
SEQ ID N0S:1,3, 5, 7, 9, 11, 13, 15, 17, 19,21,23,25, 27, 29,31,33,35,37, 39,41,43,45, 
47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 
97, 99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 
135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 
171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199, or fragments or 
derivatives thereof, can be used to map the location of the GPCRX genes, respectively, on a 
chromosome. The mapping of the GPCRX sequences to chromosomes is an important first 
step in correlating these sequences with genes associated with disease. 

Briefly, GPCRX genes can be mapped to chromosomes by preparing PCR primers 
(preferably 15-25 bp in length) from the GPCRX sequences. Computer analysis of the 
GPCRX, sequences can be used to rapidly select primers that do not span more than one exon 
in the genomic DNA, thus complicating the amplification process. These primers can then be 
used for PCR screening of somatic cell hybrids containing individual human chromosomes. 
Only those hybrids containing the human gene corresponding to the GPCRX sequences will 
yield an amplified fragment. 

Somatic cell hybrids are prepared by fusing somatic cells from different mammals 
(e.g., human and mouse cells). As hybrids of human and mouse cells grow and divide, they 
gradually lose human chromosomes in random order, but retain the mouse chromosomes. By 
using media in which mouse cells cannot grow, because they lack a particular enzyme, but in 
which human cells can, the one human chromosome that contains the gene encoding the 
needed enzyme will be retained. By using various media, panels of hybrid cell lines can be 
established. Each cell line in a panel contains either a single human chromosome or a small 
number of human chromosomes, and a full set of mouse chromosomes, allowing easy 
mapping of individual genes to specific human chromosomes. See, e.g., D'Eustachio, et al., 
1983. Science 220: 919-924. Somatic cell hybrids containing only fragments of human 
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chromosomes can also be produced by using human chromosomes with translocations and 
deletions. 

PCR mapping of somatic cell hybrids is a rapid procedure for assigning a particular 
sequence to a particular chromosome. Three or more sequences can be assigned per day 
using a single thermal cycler. Using the GPCRX sequences to design oligonucleotide 
primers, sub-localization can be achieved with panels of fragments from specific 
chromosomes. 

Fluorescence in situ hybridization (FISH) of a DNA sequence to a metaphase 
chromosomal spread can further be used to provide a precise chromosomal location in one 
step. Chromosome spreads can be made using cells whose division has been blocked in 
metaphase by a chemical like colcemid that disrupts the mitotic spindle. The chromosomes 
can be treated briefly with trypsin, and then stained with Giemsa. A pattern of light and dark 
bands develops on each chromosome, so that the chromosomes can be identified individually. 
The FISH technique can be used with a DNA sequence as short as 500 or 600 bases. 
However, clones larger than 1,000 bases have a higher likelihood of binding to a unique 
chromosomal location with sufficient signal intensity for simple detection. Preferably 1,000 
bases, and more preferably 2,000 bases, will suffice to get good results at a reasonable 
amount of time. For a review of this technique, see, Verma, et al., HUMAN CHROMOSOMES: 

A Manual of Basic Techniques (Pergamon Press, New York 1988). 

Reagents for chromosome mapping can be used individually to mark a single 
chromosome or a single site on that chromosome, or panels of reagents can be used for 
marking multiple sites and/or multiple chromosomes. Reagents corresponding to noncoding 
regions of the genes actually are preferred for mapping purposes. Coding sequences are more 
likely to be conserved within gene families, thus increasing the chance of cross hybridizations 
during chromosomal mapping. 

Once a sequence has been mapped to a precise chromosomal location, the physical 
position of the sequence on the chromosome can be correlated with genetic map data. Such 
data are found, e.g., in McKusick, Mendelian Inheritance in Man, available on-line 
through Johns Hopkins University Welch Medical Library). The relationship between genes 
and disease, mapped to the same chromosomal region, can then be identified through linkage 
analysis (co-inheritance of physically adjacent genes), described in, e.g., Egeland, et aL, 
1987. Nature, 325: 783-787. 
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Moreover, differences in the DNA sequences between individuals affected and 
unaffected with a disease associated with the GPCRX gene, can be determined. If a mutation 
is observed in some or all of the affected individuals but not in any unaffected individuals, 
then the mutation is likely to be the causative agent of the particular disease. Comparison of 
5 affected and unaffected individuals generally involves first looking for structural alterations 
in the chromosomes, such as deletions or translocations that are visible from chromosome 
spreads or detectable using PCR based on that DNA sequence. Ultimately, complete 
sequencing of genes from several individuals can be performed to confirm the presence of a 
mutation and to distinguish mutations from poljmorphisms. 

10 

Tissue Typing 

The GPCRX sequences of the invention can also be used to identify individuals from 
minute biological samples. In this technique, an individual's genomic DNA is digested with 
!M=' one or more restriction enzymes, and probed on a Southern blot to yield unique bands for 

Pi 15 identification. The sequences of the invention are useful as additional DNA markers for 

RFLP (''restriction fragment length polymorphisms," described in U.S. Patent No. 

Jn 5,272,057), 

Furthermore, the sequences of the invention can be used to provide an alternative 
technique that determines the actual base-by-base DNA sequence of selected portions of an 
i!l 20 individual's genome. Thus, the GPCRX sequences described herein can be used to prepare 
M:; two PCR primers from the 5'- and 3 -termini of the sequences. These primers can then be 

; ii: used to amplify an individual's DNA and subsequently sequence it. 

Panels of corresponding DNA sequences from individuals, prepared in this manner, 
can provide unique individual identifications, as each individual will have a unique set of 
25 such DNA sequences due to allelic differences. The sequences of the invention can be used 
to obtain such identification sequences from individuals and from tissue. The GPCRX 
sequences of the invention uniquely represent portions of the human genome. Allelic 
variation occurs to some degree in the coding regions of these sequences, and to a greater 
degree in the noncoding regions. It is estimated that allelic variation between individual 
30 humans occurs with a frequency of about once per each 500 bases. Much of the allelic 
variation is due to single nucleotide polymorphisms (SNPs), which include restriction 
fragment length polymorphisms (RFLPs). 
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Each of the sequences described herein can, to some degree, be used as a standard 
against which DNA from an individual can be compared for identification purposes. Because 
greater numbers of polymorphisms occur in the noncoding regions, fewer sequences are 
necessary to differentiate individuals. The noncoding sequences can comfortably provide 
positive individual identification with a panel of perhaps 10 to 1,000 primers that each yield a 
noncoding amplified sequence of 100 bases. If predicted coding sequences, such as those in 
SEQ ID N0S:1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 
47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 
97, 99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 119, 121, 123, 125, 127, 129, 131, 133, 
135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 
171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 191, 193, 195, 197 and 199 are used, a 
more appropriate number of primers for positive individual identification would be 
500-2,000. 

Predictive Medicine 

The invention also pertains to the field of predictive medicine in which diagnostic 
assays, prognostic assays, pharmacogenomics, and monitoring clinical trials are used for 
prognostic (predictive) purposes to thereby treat an individual prophylactically. Accordingly, 
one aspect of the invention relates to diagnostic assays for determining GPCRX protein 
and/or nucleic acid expression as well as GPCRX activity, in the context of a biological 
sample (e.g., blood, serum, cells, tissue) to thereby determine whether an individual is 
afflicted with a disease or disorder, or is at risk of developing a disorder, associated with 
aberrant GPCRX expression or activity. The disorders include metabolic disorders, diabetes, 
obesity, infectious disease, anorexia, cancer-associated cachexia, cancer, neurodegenerative 
disorders, Alzheimer's Disease, Parkinson's Disorder, immune disorders, and hematopoietic 
disorders, and the various dyslipidemias, metaboUc disturbances associated with obesity, the 
metabolic syndrome X and wasting disorders associated with chronic diseases and various 
cancers. The invention also provides for prognostic (or predictive) assays for determining 
whether an individual is at risk of developing a disorder associated with GPCRX protein, 
nucleic acid expression or activity. For example, mutations in a GPCRX gene can be assayed 
in a biological sample. Such assays can be used for prognostic or predictive purpose to 
thereby prophylactically treat an individual prior to the onset of a disorder characterized by or 
associated with GPCRX protein, nucleic acid expression, or biological activity. 
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Another aspect of the invention provides methods for determining GPCRX protein, 
nucleic acid expression or activity in an individual to thereby select appropriate therapeutic or 
prophylactic agents for that individual (referred to herein as "pharmacogenomics"). 
Pharmacogenomics allows for the selection of agents (e.g., drugs) for therapeutic or 
prophylactic treatment of an individual based on the genotype of the individual (e.g., the 
genotype of the individual examined to determine the ability of the individual to respond to a 
particular agent.) 

Yet another aspect of the invention pertains to monitoring the influence of agents 
(e.g,, drugs, compounds) on the expression or activity of GPCRX in clinical trials. 

These and other agents are described in further detail in the following sections. 

Diagnostic Assays 

An exemplary method for detecting the presence or absence of GPCRX in a 
biological sample involves obtaining a biological sample from a test subject and contacting 
the biological sample with a compound or an agent capable of detecting GPCRX protein or 
nucleic acid (e.g. , mRNA, genomic DNA) that encodes GPCRX protein such that the 
presence of GPCRX is detected in the biological sample. An agent for detecting GPCRX 
mRNA or genomic DNA is a labeled nucleic acid probe capable of hybridizing to GPCRX 
mRNA or genomic DNA. The nucleic acid probe can be, for example, a full-length GPCRX 
nucleic acid, such as the nucleic acid of SEQ ID NOSrl, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 
25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 
75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107, 109, 111, 113, 115, 117, 
119, 121, 123, 125, 127, 129, 131, 133, 135, 137, 139, 141, 143, 145, 147, 149, 151, 153, 
155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175, 177, 179, 181, 183, 185, 187, 189, 
191, 193, 195, 197 and 199, or a portion thereof, such as an oligonucleotide of at least 15, 30, 
50, 100, 250 or 500 nucleotides in length and sufficient to specifically hybridize under 
stringent conditions to GPCRX mRNA or genomic DNA, Other suitable probes for use in 
the diagnostic assays of the invention are described herein. 

An agent for detecting GPCRX protein is an antibody capable of binding to GPCRX 
protein, preferably an antibody with a detectable label Antibodies can be polyclonal, or 
more preferably, monoclonal. An intact antibody, or a fragment thereof (eg., Fab or F(ab')2) 
can be used. The term "labeled", with regard to the probe or antibody, is intended to 
encompass direct labeling of the probe or antibody by coupling (z.e., physically linking) a 
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detectable substance to the probe or antibody, as well as indirect labeling of the probe or 
antibody by reactivity with another reagent that is directly labeled. Examples of indirect 
labeling include detection of a primary antibody using a fluorescently-labeled secondary 
antibody and end-labeling of a DNA probe with biotin such that it can be detected with 
fluorescently-labeled streptavidin. The term "biological sample" is intended to include 
tissues, cells and biological fluids isolated from a subject, as well as tissues, cells and fluids 
present within a subject. That is, the detection method of the invention can be used to detect 
GPCRX mRNA, protein, or genomic DNA in a biological sample in vitro as well as in vivo. 
For example, in vitro techniques for detection of GPCRX mRNA include Northern 
hybridizations and in situ hybridizations. In vitro techniques for detection of GPCRX protein 
include enzyme linked immunosorbent assays (ELISAs), Western blots, 
immunoprecipitations, and immunofluorescence. In vitro techniques for detection of GPCRX 
genomic DNA include Southern hybridizations. Furthermore, in vivo techniques for 
detection of GPCRX protein include introducing into a subject a labeled anti-GPCRX 
antibody. For example, the antibody can be labeled with a radioactive marker whose 
presence and location in a subject can be detected by standard imaging techniques. 

In one embodiment, the biological sample contains protein molecules from the test 
subject. Alternatively, the biological sample can contain mRNA molecules from the test 
subject or genomic DNA molecules from the test subject. A preferred biological sample is a 
peripheral blood leukocyte sample isolated by conventional means from a subject. 

In another embodiment, the methods further involve obtaining a control biological 
sample from a control subject, contacting the control sample with a compound or agent 
capable of detecting GPCRX protein, mRNA, or genomic DNA, such that the presence of 
GPCRX protein, mRNA or genomic DNA is detected in the biological sample, and 
comparing the presence of GPCRX protein, mRNA or genomic DNA in the control sample 
with the presence of GPCRX protein, mRNA or genomic DNA in the test sample. 

The invention also encompasses kits for detecting the presence of GPCRX in a 
biological sample. For example, the kit can comprise; a labeled compound or agent capable 
of detecting GPCRX protein or mRNA in a biological sample; means for determining the 
amount of GPCRX in the sample; and means for comparing the amount of GPCRX in the 
sample with a standard. The compound or agent can be packaged in a suitable container. 
The kit can further comprise instructions for using the kit to detect GPCRX protein or nucleic 
acid. 
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Prognostic Assays 

The diagnostic methods described herein can furthermore be utilized to identify 
subjects having or at risk of developing a disease or disorder associated with aberrant 
GPCRX expression or activity. For example, the assays described herein, such as the 
preceding diagnostic assays or the following assays, can be utilized to identify a subject 
having or at risk of developing a disorder associated with GPCRX protein, nucleic acid 
expression or activity. Alternatively, the prognostic assays can be utilized to identify a 
subject having or at risk for developing a disease or disorder. Thus, the invention provides a 
method for identifying a disease or disorder associated with aberrant GPCRX expression or 
activity in which a test sample is obtained from a subject and GPCRX protein or nucleic acid 
(e.g., mRNA, genomic DNA) is detected, wherein the presence of GPCRX protein or nucleic 
acid is diagnostic for a subject having or at risk of developing a disease or disorder associated 
with aberrant GPCRX expression or activity. As used herein, a "test sample" refers to a 
biological sample obtained from a subject of interest. For example, a test sample can be a 
biological fluid (eg., serum), cell sample, or tissue. 

Furthermore, the prognostic assays described herein can be used to determine whether 
a subject can be administered an agent (e.g., an agonist, antagonist, peptidomimetic, protein, 
peptide, nucleic acid, small molecule, or other drug candidate) to treat a disease or disorder 
associated with aberrant GPCRX expression or activity. For example, such methods can be 
used to determine whether a subject can be effectively treated with an agent for a disorder. 
Thus, the invention provides methods for determining whether a subject can be effectively 
treated with an agent for a disorder associated with aberrant GPCRX expression or activity in 
which a test sample is obtained and GPCRX protein or nucleic acid is detected (e.g., wherein 
the presence of GPCRX protein or nucleic acid is diagnostic for a subject that can be 
administered the agent to treat a disorder associated with aberrant GPCRX expression or 
activity). 

The methods of the invention can also be used to detect genetic lesions in a GPCRX 
gene, thereby determining if a subject with the lesioned gene is at risk for a disorder 
characterized by aberrant cell proliferation and/or differentiation. In various embodiments, 
the methods include detecting, in a sample of cells from the subject, the presence or absence 
of a genetic lesion characterized by at least one of an alteration affecting the integrity of a 
gene encoding a GPCRX-protein, or the misexpression of the GPCRX gene. For example, 

76 



such genetic lesions can be detected by ascertaining the existence of at least one of: (/) a 
deletion of one or more nucleotides from a GPCRX gene; (ii) an addition of one or more 
nucleotides to a GPCRX gene; (Hi) a substitution of one or more nucleotides of a GPCRX 
gene, (iv) a chromosomal rearrangement of a GPCRX gene; (v) an alteration in the level of a 
messenger RNA transcript of a GPCRX gene, (v/) aberrant modification of a GPCRX gene, 
such as of the methylation pattern of the genomic DNA, (vii) the presence of a non-wild-type 
splicing pattern of a messenger RNA transcript of a GPCRX gene, {viii) a non-wild-type level 
of a GPCRX protein, (ix) allelic loss of a GPCRX gene, and (x) inappropriate 
post-translational modification of a GPCRX protein. As described herein, there are a large 
number of assay techniques known in the art which can be used for detecting lesions in a 
GPCRX gene. A preferred biological sample is a peripheral blood leukocyte sample isolated 
by conventional means fi:om a subject. However, any biological sample containing nucleated 
cells may be used, including, for example, buccal mucosal cells. 

In certain embodiments, detection of the lesion involves the use of a probe/primer in a 
polymerase chain reaction (PCR) (see, e.g.^ U.S. Patent Nos. 4,683,195 and 4,683,202), such 
as anchor PCR or RACE PCR, or, alternatively, in a ligation chain reaction (LCR) (see, eg,, 
Landegran, et al, 1988. Science 241: 1077-1080; and Nakazawa, et al, 1994. Proc, Natl 
Acad. Sci, USA 91 : 360-364), the latter of which can be particularly useful for detecting point 
mutations in the GPCRX-gene (see, Abravaya, et al,^ 1995. Nucl. Acids Res. 23: 675-682). 
This method can include the steps of collecting a sample of cells from a patient, isolating 
nucleic acid (e.g., genomic, mRNA or both) firom the cells of the sample, contacting the 
nucleic acid sample with one or more primers that specifically hybridize to a GPCRX gene 
under conditions such that hybridization and amplification of the GPCRX gene (if present) 
occurs, and detecting the presence or absence of an amplification product, or detecting the 
size of the amplification product and comparing the length to a control sample. It is 
anticipated that PCR and/or LCR may be desirable to use as a preliminary amplification step 
in conjunction with any of the techniques used for detecting mutations described herein. 

Alternative amplification methods include: self sustained sequence replication (see, 
Guatelli, et al, 1990. Proc. Natl Acad. Set USA 87: 1874-1878), transcriptional 
amplification system (see, Kwoh, et al, 1989. Proc. Natl Acad. ScL USA 86: 1 173-1 177); 
Q)3 Replicase (see, Lizardi, et al^ 1988, BioTechnology 6: 1 197), or any other nucleic acid 
amplification method, followed by the detection of the amplified molecules using techniques 
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well known to those of skill in the art. These detection schemes are especially useful for the 
detection of nucleic acid molecules if such molecules are present in very low numbers. 

In an alternative embodiment, mutations in a GPCRX gene from a sample cell can be 
identified by alterations in restriction enzyme cleavage patterns. For example, sample and 
control DNA is isolated, amplified (optionally), digested with one or more restriction 
endonucleases, and fi:agment length sizes are determined by gel electrophoresis and 
compared. Differences in fragment length sizes between sample and control DNA indicates 
mutations in the sample DNA. Moreover, the use of sequence specific ribozymes (see, e.g., 
U.S. Patent No. 5,493,531) can be used to score for the presence of specific mutations by 
development or loss of a ribozyme cleavage site. 

In other embodiments, genetic mutations in GPCRX can be identified by hybridizing 
a sample and control nucleic acids, e.g., DNA or RNA, to high-density arrays containing 
hundreds or thousands of oligonucleotides probes. See, e.g., Cronin, et al.^ 1996. Human 
Mutation 7: 244-255; Kozal, et aL^ 1996. Nat. Med. 2: 753-759. For example, genetic 
mutations in GPCRX can be identified in two dimensional arrays containing light-generated 
DNA probes as described in Cronin, et ai, supra. Briefly, a first hybridization array of 
probes can be used to scan through long stretches of DNA in a sample and control to identify 
base changes between the sequences by making linear arrays of sequential overlapping 
probes. This step allows the identification of point mutations. This is followed by a second 
hybridization array that allows the characterization of specific mutations by using smaller, 
specialized probe arrays complementary to all variants or mutations detected. Each mutation 
array is composed of parallel probe sets, one complementary to the wild-type gene and the 
other complementary to the mutant gene. 

In yet another embodiment, any of a variety of sequencing reactions known in the art 
can be used to directly sequence the GPCRX gene and detect mutations by comparing the 
sequence of the sample GPCRX with the corresponding wild-type (control) sequence. 
Examples of sequencing reactions include those based on techniques developed by Maxim 
and Gilbert, 1977, Proc. Natl. Acad. ScL USA 74: 560 or Sanger, 1977. Proc. Natl Acad. Sci. 
USA lA: 5463. It is also contemplated that any of a variety of automated sequencing 
procedures can be utilized when performing the diagnostic assays {see, e.g., Naeve, et aL, 
1995. Biotechniques 19: 448), including sequencing by mass spectrometry (see, e.g., PCT 
International Publication No. WO 94/16101; Cohen, et al., 1996. Adv. Chromatography 36: 
127-162; and Griffin, etaL, 1993. AppL Biochem. Biotechnol 38: 147-159). 
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Other methods for detecting mutations in the GPCRX gene include methods in which 
protection from cleavage agents is used to detect mismatched bases in RNA/RNA or 
RNA/DNA heteroduplexes. See, e.g., Myers, et aL, 1985. Science 230: 1242. In general, the 
art technique of "mismatch cleavage" starts by providing heteroduplexes of formed by 
hybridizing (labeled) RNA or DNA containing the wild-type GPCRX sequence with 
potentially mutant RNA or DNA obtained from a tissue sample. The double-stranded 
duplexes are treated with an agent that cleaves single-stranded regions of the duplex such as 
which will exist due to basepair mismatches between the control and sample strands. For 
instance, RNA/DNA duplexes can be treated with RNase and DNA/DNA hybrids treated 
with Si nuclease to enzymatically digesting the mismatched regions. In other embodiments, 
either DNA/DNA or RNA/DNA duplexes can be treated with hydroxylamine or osmium 
tetroxide and with piperidine in order to digest mismatched regions. After digestion of the 
mismatched regions, the resulting material is then separated by size on denaturing 
polyacrylamide gels to determine the site of mutation. See, e.g,, Cotton, et ai, 1988. Proc. 
Natl, Acad ScL USA 85: 4397; Saleeba, et al, 1992. Methods Enzymol 111: 286-295. In an 
embodiment, the control DNA or RNA can be labeled for detection. 

In still another embodiment, the mismatch cleavage reaction employs one or more 
proteins that recognize mismatched base pairs in double-stranded DNA (so called "DNA 
mismatch repair" enzymes) in defined systems for detecting and mapping point mutations in 
GPCRX cDNAs obtained from samples of cells. For example, the mutY enzyme of coli 
cleaves A at G/A mismatches and the thymidine DNA glycosylase from HeLa cells cleaves T 
at G/T mismatches. See, e.g., Hsu, e/a/., 1994. Carcinogenesis 15: 1657-1662. According to 
an exemplary embodiment, a probe based on a GPCRX sequence, a wild-type GPCRX 
sequence, is hybridized to a cDNA or other DNA product from a test cell(s). The duplex is 
treated with a DNA mismatch repair enzyme, and the cleavage products, if any, can be 
detected from electrophoresis protocols or the like. See, e,g., U.S. Patent No. 5,459,039. 
In other embodiments, alterations in electrophoretic mobility will be used to identify 
mutations in GPCRX genes. For example, single strand conformation polymorphism (SSCP) 
may be used to detect differences in electrophoretic mobility between mutant and wild type 
nucleic acids. See, e.g., Orita, et aL, 1989. Proc. Natl Acad, Sci, USA: 86: 2766; Cotton, 
1993. Mutat, Res, 285: 125-144; Hayashi, 1992, Genet, Anal. Tech, Appl 9: 73-79, 
Single-stranded DNA fragments of sample and control GPCRX nucleic acids will be 
denatured and allowed to renature. The secondary structure of single-stranded nucleic acids 
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varies according to sequence, the resulting alteration in electrophoretic mobility enables the 
detection of even a single base change. The DNA fragments may be labeled or detected with 
labeled probes. The sensitivity of the assay may be enhanced by using RN A (rather than 
DNA), in which the secondary structure is more sensitive to a change in sequence. In one 
embodiment, the subject method utilizes heteroduplex analysis to separate double stranded 
heteroduplex molecules on the basis of changes in electrophoretic mobility. See, e.g., Keen, 
et al.^ 1991. Trends Genet. 7: 5. 

In yet another embodiment, the movement of mutant or wild-type fragments in 
polyacrylamide gels containing a gradient of denaturant is assayed using denaturing gradient 
gel electrophoresis (DGGE). See, e.g., Myers, et al, 1985. Nature 313: 495. When DGGE is 
used as the method of analysis, DNA will be modified to insure that it does not completely 
denature, for example by adding a GC clamp of approximately 40 bp of high-melting 
GC-rich DNA by PGR, In a further embodiment, a temperature gradient is used in place of a 
denaturing gradient to identify differences in the mobility of control and sample DNA, See, 
e.g., Rosenbaum and Reissner, 1987, Biophys. Chem, 265: 12753. 

Examples of other techniques for detecting point mutations include, but are not 
limited to, selective oligonucleotide hybridization, selective amplification, or selective primer 
extension. For example, oligonucleotide primers may be prepared in which the known 
mutation is placed centrally and then hybridized to target DNA under conditions that permit 
hybridization only if a perfect match is found. See, e.g., Saiki, et aL, 1986. Nature 324: 163; 
Saiki, et aL, 1989. Proc, Natl Acad. Set USA 86: 6230. Such allele specific oligonucleotides 
are hybridized to PGR amplified target DNA or a number of different mutations when the 
oligonucleotides are attached to the hybridizing membrane and hybridized with labeled target 
DNA. 

Alternatively, allele specific amplification technology that depends on selective PGR 
amplification may be used in conjunction with the instant invention. Oligonucleotides used 
as primers for specific amplification may cany the mutation of interest in the center of the 
molecule (so that amplification depends on differential hybridization; see, e.g., Gibbs, et aL^ 
1989- Nucl Acids Res. 17: 2437-2448) or at the extreme 3'-terminus of one primer where, 
under appropriate conditions, mismatch can prevent, or reduce polymerase extension {see, 
e.g., Prossner, 1 993. Tibtech. 1 1 : 238). In addition it may be desirable to introduce a novel 
restriction site in the region of the mutation to create cleavage-based detection, ^ee, e.g., 
Gasparini, et ai, 1 992. Mol Cell Probes 6:1. It is anticipated that in certain embodiments 
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amplification may also be performed using Tag ligase for amplification. See, e.g., Barany, 
1991. Proc. Nati Acad. Sci. USA 88: 189. In such cases, ligation will occur only if there is a 
perfect match at the 3'-terminus of the 5' sequence, making it possible to detect the presence 
of a known mutation at a specific site by looking for the presence or absence of amplification. 

The methods described herein may be performed, for example, by utilizing 
pre-packaged diagnostic kits comprising at least one probe nucleic acid or antibody reagent 
described herein, which may be conveniently used, e.g., in clinical settings to diagnose 
patients exhibiting symptoms or family history of a disease or illness involving a GPCRX 
gene. 

Furthermore, any cell type or tissue, preferably peripheral blood leukocytes, in which 
GPCRX is expressed may be utilized in the prognostic assays described herein. However, any 
biological sample containing nucleated cells may be used, including, for example, buccal 
mucosal cells. 

Pharmacogenomics 

Agents, or modulators that have a stimulatory or inhibitory effect on GPCRX activity 
GPCRX gene expression), as identified by a screening assay described herein can be 
administered to individuals to treat (prophylactically or therapeutically) disorders (The 
disorders include metabolic disorders, diabetes, obesity, infectious disease, anorexia, cancer- 
associated cachexia, cancer, neurodegenerative disorders, Alzheimer's Disease, Parkinson's 
Disorder, immune disorders, and hematopoietic disorders, and the various dyslipidemias, 
metabolic disturbances associated with obesity, the metabolic syndrome X and wasting 
disorders associated with chronic diseases and various cancers.) In conjunction with such 
treatment, the pharmacogenomics {i.e., the study of the relationship between an individual's 
genotype and that individuaFs response to a foreign compound or drug) of the individual may 
be considered. Differences in metabolism of therapeutics can lead to severe toxicity or 
therapeutic failure by altering the relation between dose and blood concentration of the 
pharmacologically active drug. Thus, the pharmacogenomics of the individual permits the 
selection of effective agents {e.g., drugs) for prophylactic or therapeutic treatments based on a 
consideration of the individual's genotype. Such pharmacogenomics can further be used to 
determine appropriate dosages and therapeutic regimens. Accordingly, the activity of 
GPCRX protein, expression of GPCRX nucleic acid, or mutation content of GPCRX genes in 
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an individual can be determined to thereby select appropriate agent(s) for therapeutic or 
prophylactic treatment of the individual. 

Pharmacogenomics deals with clinically significant hereditary variations in the 
response to drugs due to altered drug disposition and abnormal action in affected persons. 
See e.g., Eichelbaum, 1996. Clin. Exp. Pharmacol. Physiol, 23: 983-985; Linder, 1997. Clin. 
Chem., 43: 254-266. In general, two types of pharmacogenetic conditions can be 
differentiated. Genetic conditions transmitted as a single factor altering the way drugs act on 
the body (altered drug action) or genetic conditions transmitted as single factors altering the 
way the body acts on drugs (altered drug metabolism). These pharmacogenetic conditions 
can occur either as rare defects or as polymorphisms. For example, glucose-6-phosphate 
dehydrogenase (G6PD) deficiency is a common inherited enzymopathy in which the main 
clinical complication is hemolysis after ingestion of oxidant drugs (anti-malarials, 
sulfonamides, analgesics, nitrofurans) and consumption of fava beans. 

As an illustrative embodiment, the activity of drug metabolizing enzymes is a major 
determinant of both the intensity and duration of drug action. The discovery of genetic 
polymorphisms of drug metabolizing enzymes (e.g., N-acetyltransferase 2 (NAT 2) and 
cytochrome P450 enzymes CYP2D6 and CYP2C19) has provided an explanation as to why 
some patients do not obtain the expected drug effects or show exaggerated drug response and 
serious toxicity after taking the standard and safe dose of a drug. These polymorphisms are 
expressed in two phenotypes in the population, the extensive metabolizer (EM) and poor 
metabolizer (PM). The prevalence of PM is different among different populations. For 
example, the gene coding for CYP2D6 is highly polymorphic and several mutations have 
been identified in PM, which all lead to the absence of fiinctional CYP2D6. Poor 
metabolizers of CYP2D6 and CYP2C19 quite firequently experience exaggerated drug 
response and side effects when they receive standard doses. If a metabolite is the active 
therapeutic moiety, PM show no therapeutic response, as demonstrated for the analgesic 
effect of codeine mediated by its CYP2D6-formed metabolite morphine. At the other 
extreme are the so called ultra-rapid metabolizers who do not respond to standard doses. 
Recently, the molecular basis of ultra-rapid metabolism has been identified to be due to 
CYP2D6 gene amplification. 

Thus, the activity of GPCRX protein, expression of GPCRX nucleic acid, or mutation 
content of GPCRX genes in an individual can be determined to thereby select appropriate 
agent(s) for therapeutic or prophylactic treatment of the individual. In addition, 
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pharmacogenetic studies can be used to apply genotyping of polymorphic alleles encoding 
drug-metabolizing enzymes to the identification of an individual's drug responsiveness 
phenotype. This knowledge, when applied to dosing or drug selection, can avoid adverse 
reactions or therapeutic failure and thus enhance therapeutic or prophylactic efficiency when 
treating a subject with a GPCRX modulator, such as a modulator identified by one of the 
exemplary screening assays described herein. 

Monitoring of Effects During Clinical Trials 

Monitoring the influence of agents (e.g., drugs, compounds) on the expression or 
activity of GPCRX (eg., the ability to modulate aberrant cell proliferation and/or 
differentiation) can be applied not only in basic drug screening, but also in clinical trials. For 
example, the effectiveness of an agent determined by a screening assay as described herein to 
increase GPCRX gene expression, protein levels, or upregulate GPCRX activity, can be 
monitored in clinical trails of subjects exhibiting decreased GPCRX gene expression, protein 
levels, or downregulated GPCRX activity. Alternatively, the effectiveness of an agent 
determined by a screening assay to decrease GPCRX gene expression, protein levels, or 
downregulate GPCRX activity, can be monitored in clinical trails of subjects exhibiting 
increased GPCRX gene expression, protein levels, or upregulated GPCRX activity. In such 
clinical trials, the expression or activity of GPCRX and, preferably, other genes that have 
been implicated in, for example, a cellular proliferation or immune disorder can be used as a 
"read out" or markers of the immune responsiveness of a particular cell. 

By way of example, and not of limitation, genes, including GPCRX, that are 
modulated in cells by treatment with an agent (e.g., compound, drug or small molecule) that 
modulates GPCRX activity (e.g., identified in a screening assay as described herein) can be 
identified. Thus, to study the effect of agents on cellular proliferation disorders, for example, 
in a clinical trial, cells can be isolated and RNA prepared and analyzed for the levels of 
expression of GPCRX and other genes implicated in the disorder. The levels of gene 
expression (i.e., a gene expression pattern) can be quantified by Northern blot analysis or 
RT-PCR, as described herein, or alternatively by measuring the amount of protein produced, 
by one of the methods as described herein, or by measuring the levels of activity of GPCRX 
or other genes. In this manner, the gene expression pattern can serve as a marker, indicative 
of the physiological response of the cells to the agent. Accordingly, this response state may 
be determined before, and at various points during, treatment of the individual with the agent. 
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In one embodiment, the invention provides a method for monitoring the effectiveness 
of treatment of a subject with an agent (e.g., an agonist, antagonist, protein, peptide, 
peptidomimetic, nucleic acid, small molecule, or other drug candidate identified by the 
screening assays described herein) comprising the steps of (/) obtaining a pre-administration 
sample from a subject prior to administration of the agent; (ii) detecting the level of 
expression of a GPCRX protein, mRNA, or genomic DNA in the preadministration sample; 
(Hi) obtaining one or more post-administration samples from the subject; (/v) detecting the 
level of expression or activity of the GPCRX protein, mRNA, or genomic DNA in the 
post-administration samples; (v) comparing the level of expression or activity of the GPCRX 
protein, mRNA, or genomic DNA in the pre-administration sample with the GPCRX protein, 
mRNA, or genomic DNA in the post administration sample or samples; and (vi) altering the 
administration of the agent to the subject accordingly. For example, increased administration 
of the agent may be desirable to increase the expression or activity of GPCRX to higher 
levels than detected, te., to increase the effectiveness of the agent. Alternatively, decreased 
administration of the agent may be desirable to decrease expression or activity of GPCRX to 
lower levels than detected, z.e,, to decrease the effectiveness of the agent. 

Methods of Treatment 

The invention provides for both prophylactic and therapeutic methods of treating a 
subject at risk of (or susceptible to) a disorder or having a disorder associated with aberrant 
GPCRX expression or activity. The disorders include cardiomyopathy, atherosclerosis, 
hypertension, congenital heart defects, aortic stenosis, atrial septal defect (ASD), 
atrioventricular (A-V) canal defect, ductus arteriosus, pulmonary stenosis, subaortic stenosis, 
ventricular septal defect (VSD), valve diseases, tuberous sclerosis, scleroderma, obesity, 
transplantation, adrenoleukodystrophy, congenital adrenal hyperplasia, prostate cancer, 
neoplasm; adenocarcinoma, lymphoma, uterus cancer, fertility, hemophilia, 
hypercoagulation, idiopathic thrombocytopenic purpura, immunodeficiencies, graft versus 
host disease, AIDS, bronchial asthma, Crohn's disease; multiple sclerosis, treatment of 
Albright hereditary ostoeodystrophy, and other diseases, disorders and conditions of the like. 

These methods of treatment will be discussed more folly, below. 
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Disease and Disorders 

Diseases and disorders that are characterized by increased (relative to a subject not 
suffering from the disease or disorder) levels or biological activity may be treated with 
Therapeutics that antagonize {Le.^ reduce or inhibit) activity. Therapeutics that antagonize 
activity may be administered in a therapeutic or prophylactic manner. Therapeutics that may 
be utilized include, but are not limited to: (/) an aforementioned peptide, or analogs, 
derivatives, fragments or homologs thereof; (//) antibodies to an aforementioned peptide; (///) 
nucleic acids encoding an aforementioned peptide; (/v) administration of antisense nucleic 
acid and nucleic acids that are "dysfunctional" (/.e., due to a heterologous insertion within the 
coding sequences of coding sequences to an aforementioned peptide) that are utilized to 
"knockout" endoggenous function of an aforementioned peptide by homologous 
recombination (see^ e.g., Capecchi, 1989. Science 244: 1288-1292); or (v) modulators ( /.e, 
inhibitors, agonists and antagonists, including additional peptide mimetic of the invention or 
antibodies specific to a peptide of the invention) that alter the interaction between an 
aforementioned peptide and its binding partner. 

Diseases and disorders that are characterized by decreased (relative to a subject not 
suffering from the disease or disorder) levels or biological activity may be treated with 
Therapeutics that increase (z.e., are agonists to) activity. Therapeutics that upregulate activity 
may be administered in a therapeutic or prophylactic manner. Therapeutics that may be 
utilized include, but are not limited to, an aforementioned peptide, or analogs, derivatives, 
fragments or homologs thereof; or an agonist that increases bioavailability. 
Increased or decreased levels can be readily detected by quantifying peptide and/or RNA, by 
obtaining a patient tissue sample (e.g., from biopsy tissue) and assaying it in vitro for RNA or 
peptide levels, structure and/or activity of the expressed peptides (or mRNAs of an 
aforementioned peptide). Methods that are well-known within the art include, but are not 
limited to, immunoassays (e.g., by Western blot analysis, immunoprecipitation followed by 
sodium dodecyl sulfate (SDS) polyacrylamide gel electrophoresis, immunocytochemistry, 
etc.) and/or hybridization assays to detect expression of mRNAs (e.g.. Northern assays, dot 
blots, in situ hybridization, and the like). 
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Prophylactic Methods 

In one aspect, the invention provides a method for preventing, in a subject, a disease 
or condition associated with an aberrant GPCRX expression or activity, by administering to 
the subject an agent that modulates GPCRX expression or at least one GPCRX activity. 
Subjects at risk for a disease that is caused or contributed to by aberrant GPCRX expression 
or activity can be identified by, for example, any or a combination of diagnostic or prognostic 
assays as described herein. Administration of a prophylactic agent can occur prior to the 
manifestation of symptoms characteristic of the GPCRX aberrancy, such that a disease or 
disorder is prevented or, alternatively, delayed in its progression. Depending upon the type 
of GPCRX aberrancy, for example, a GPCRX agonist or GPCRX antagonist agent can be 
used for treating the subject. The appropriate agent can be determined based on screening 
assays described herein. The prophylactic methods of the invention are further discussed in 
the following subsections. 

Therapeutic Methods 

Another aspect of the invention pertains to methods of modulating GPCRX 
expression or activity for therapeutic purposes. The modulatory method of the invention 
involves contacting a cell with an agent that modulates one or more of the activities of 
GPCRX protein activity associated with the cell. An agent that modulates GPCRX protein 
activity can be an agent as described herein, such as a nucleic acid or a protein, a 
naturally-occurring cognate ligand of a GPCRX protein, a peptide, a GPCRX 
peptidomimetic, or other small molecule. In one embodiment, the agent stimulates one or 
more GPCRX protein activity. Examples of such stimulatory agents include active GPCRX 
protein and a nucleic acid molecule encoding GPCRX that has been introduced into the cell. 
In another embodiment, the agent inhibits one or more GPCRX protein activity. Examples of 
such inhibitory agents include antisense GPCRX nucleic acid molecules and anti-GPCRX 
antibodies. These modulatory methods can be performed in vitro (e.g., by culturing the cell 
with the agent) or, alternatively, in vivo (e.g., by administering the agent to a subject). As 
such, the invention provides methods of treating an individual afflicted with a disease or 
disorder characterized by aberrant expression or activity of a GPCRX protein or nucleic acid 
molecule. In one embodiment, the method involves administering an agent (e.g., an agent 
identified by a screening assay described herein), or combination of agents that modulates 
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{e.g., up-regulates or down-regulates) GPCRX expression or activity. In another 
embodiment, the method involves administering a GPCRX protein or nucleic acid molecule 
as therapy to compensate for reduced or aberrant GPCRX expression or activity. 

Stimulation of GPCRX activity is desirable in situations in which GPCRX is 
abnormally downregulated and/or in which increased GPCRX activity is likely to have a 
beneficial effect. One example of such a situation is where a subject has a disorder 
characterized by aberrant cell proliferation and/or differentiation (e.g., cancer or immune 
associated disorders). Another example of such a situation is where the subject has a 
gestational disease (e.g., preclampsia). 

Determination of the Biological Effect of the Therapeutic 

In various embodiments of the invention, suitable in vitro or in vivo assays are 
performed to determine the effect of a specific Therapeutic and whether its administration is 
indicated for treatment of the affected tissue. 

In various specific embodiments, in vitro assays may be performed with 
representative cells of the type(s) involved in the patients disorder, to determine if a given 
Therapeutic exerts the desired effect upon the cell type(s). Compounds for use in therapy 
may be tested in suitable animal model systems including, but not limited to rats, mice, 
chicken, cows, monkeys, rabbits, and the Uke, prior to testing in human subjects. Similarly, 
for in vivo testing, any of the animal model system known in the art may be used prior to 
administration to human subjects. 

Prophylactic and Therapeutic Uses of the Compositions of the Invention 

The GPCRX nucleic acids and proteins of the invention are usefiil in potential 
prophylactic and therapeutic applications implicated in a variety of disorders including, but 
not limited to: metabolic disorders, diabetes, obesity, infectious disease, anorexia, cancer- 
associated cancer, neurodegenerative disorders, Alzheimer's disease, Parkinson's disorder, 
immune disorders, hematopoietic disorders, and the various dyslipidemias, metabolic 
disturbances associated with obesity, the metabolic syndrome X and wasting disorders 
associated with chronic diseases and various cancers. 

As an example, a cDNA encoding die GPCRX protein of the invention may be useful 
in gene therapy, and the protein may be useful when administered to a subject in need 
thereof. By way of non-limiting example, the compositions of the invention will have 
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efficacy for treatment of patients suffering from: metabolic disorders, diabetes, obesity, 
infectious disease, anorexia, cancer-associated cachexia, cancer, neurodegenerative disorders, 
Alzheimer's disease, Parkinson's disorder, immune disorders, hematopoietic disorders, and 
the various dyslipidemias. 

Both the novel nucleic acid encoding the GPCRX protein, and the GPCRX protein of 
the invention, or fragments thereof, may also be useful in diagnostic applications, wherein the 
presence or amount of the nucleic acid or the protein are to be assessed. A further use could 
be as an anti-bacterial molecule (i.e., some peptides have been found to possess anti-bacterial 
properties). These materials are further useful in the generation of antibodies which 
immunospecifically-bind to the novel substances of the invention for use in therapeutic or 
diagnostic methods. 

The invention will be further described in the following examples, which do not limit 
the scope of the invention described in the claims. 
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Examples 



Example 1: Quantitative expression analysis of clones In various cells and tissues 

The quantitative expression of various clones was assessed using microtiter plates 
containing RNA samples from a variety of normal and pathology-derived cells, cell lines and 
tissues using real time quantitative PGR (RTQ PGR). RTQ PGR was performed on an 
Applied Biosystems ABI PRISM® 7700 or an ABI PRISM® 7900 HT Sequence Detection 
System. Various collections of samples are assembled on the plates, and referred to as Panel 
1 (containing normal tissues and cancer cell lines), Panel 2 (containing samples derived from 
tissues from normal and cancer sources). Panel 3 (containing cancer cell lines), Panel 4 
(containing cells and cell lines from normal tissues and cells related to inflammatory 
conditions), Panel 5D/5I (containing human tissues and cell lines with an emphasis on 
metabolic diseases), Al comprehensivejpanel (containing normal tissue and samples from 
autoimmune diseases), Panel CNSD.Ol (containing central nervous system samples from 
normal and diseased brains) and CNS neurodegenerationjpanel (containing samples from 
normal and Alzheimer's diseased brains). 

RNA integrity from all samples is controlled for quality by visual assessment of 
agarose gel electropherograms using 28S and 18S ribosomal RNA staining intensity ratio as a 
guide (2:1 to 2.5:1 28s: 18s) and the absence of low molecular weight RNAs that would be 
indicative of degradation products. Samples are controlled against genomic DNA 
contamination by RTQ PGR reactions run in the absence of reverse transcriptase using probe 
and primer sets designed to amplify across the span of a single exon. 

First, the RNA samples were normalized to reference nucleic acids such as 
constitutively expressed genes (for example, p-actin and GAPDH). Normalized RNA (5 ul) 
was converted to cDNA and analyzed by RTQ-PGR using One Step RT-PGR Master Mix 
Reagents (Applied Biosystems; Gatalog No. 4309169) and gene-specific primers according to 
the manufacturer's instructions. 

In other cases, non-normalized RNA samples were converted to single strand cDNA 

(sscDNA) using Superscript II (Invitrogen Gorporation; Gatalog No. 18064-147) and random 

hexamers according to the manufacturer's instructions. Reactions containing up to 10 jig of 

total RNA were performed in a volume of 20 ^il and incubated for 60 minutes at 42*'G. This 
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reaction can be scaled up to 50 \ig of total RNA in a final volume of 100 \il sscDNA samples 
are then normalized to reference nucleic acids as described previously, using IX TaqMan® 
Universal Master mix (Applied Biosystems; catalog No. 4324020), following the 
manufacturer's instructions. 

Probes and primers were designed for each assay according to Applied Biosystems 
Primer Express Software package (version I for Apple Computer's Macintosh Power PC) or a 
similar algorithm using the target sequence as input. Default settings were used for reaction 
conditions and the following parameters were set before selecting primers: primer 
concentration = 250 nM, primer melting temperature (Tm) range = SS^-eO^'C, primer optimal 
Tm = 59°C, maximum primer difference = 2°C, probe does not have 5'G, probe Tm must be 
10°C greater than primer Tm, amplicon size 75bp to lOObp. The probes and primers selected 
(see below) were synthesized by Synthegen (Houston, TX, USA). Probes were double 
purified by HPLC to remove uncoupled dye and evaluated by mass spectroscopy to verify 
coupling of reporter and quencher dyes to the 5' and 3' ends of the probe, respectively. Their 
final concentrations were: forward and reverse primers, 900nM each, and probe, 200nM. 

PCR conditions: When working with RNA samples, normalized RNA from each 
tissue and each cell line was spotted in each well of either a 96 well or a 384-well PCR plate 
(Applied Biosystems). PCR cocktails included either a single gene specific probe and primers 
set, or two multiplexed probe and primers sets (a set specific for the target clone and another 
gene-specific set multiplexed with the target probe). PCR reactions were set up using 
TaqMan® One-Step RT-PCR Master Mix (Applied Biosystems, Catalog No. 4313803) 
following manufacturer's instructions. Reverse transcription was performed at 48'^C for 30 
minutes followed by amplification/PCR cycles as follows: 95''C 10 min, then 40 cycles of 
95''C for 15 seconds, 60T for 1 minute. Results were recorded as CT values (cycle at which a 
given sample crosses a threshold level of fluorescence) using a log scale, with the difference 
in RNA concentration between a given sample and the sample with the lowest CT value 
being represented as 2 to the power of delta CT. The percent relative expression is then 
obtained by taking the reciprocal of this RNA difference and multiplying by 100. 

When working with sscDNA samples, normalized sscDNA was used as described 
previously for RNA samples. PCR reactions containing one or two sets of probe and primers 
were set up as described previously, using IX TaqMan® Universal Master mix (Applied 

190 



Biosystems; catalog No. 4324020), following the manufacturer's instructions. PCR 
amplification was performed as follows: 95*^0 10 min, then 40 cycles of for 15 seconds, 
60'^C for 1 minute. Results were analyzed and processed as described previously. 

Panels 1, LI, 1.2, and 1.3D 

The plates for Panels 1, 1.1, 1.2 and 1.3D include 2 control wells (genomic DNA 
control and chemistry control) and 94 wells containing cDNA from various samples. The 
samples in these panels are broken into 2 classes: samples derived from cultured cell lines 
and samples derived from primary normal tissues. The cell lines are derived from cancers of 
the following types: lung cancer, breast cancer, melanoma, colon cancer, prostate cancer, 
CNS cancer, squamous cell carcinoma, ovarian cancer, liver cancer, renal cancer, gastric 
cancer and pancreatic cancer. Cell lines used in these panels are widely available through the 
American Type Culture Collection (ATCC), a repository for cultured cell lines, and were 
cultured using the conditions recommended by the ATCC. The normal tissues found on these 
panels are comprised of samples derived from all major organ systems from single adult 
individuals or fetuses. These samples are derived from the following organs: adult skeletal 
muscle, fetal skeletal muscle, adult heart, fetal heart, adult kidney, fetal kidney, adult liver, 
fetal liver, adult lung, fetal lung, various regions of the brain, the spleen, bone marrow, lymph 
node, pancreas, salivary gland, pituitary gland, adrenal gland, spinal cord, thymus, stomach, 
small intestine, colon, bladder, trachea, breast, ovary, uterus, placenta, prostate, testis and 
adipose. 

In the results for Panels 1, 1.1, 1.2 and 1.3D, the following abbreviations are used: 

ca. = carcinoma, 

* = established from metastasis, 

met = metastasis, 

s cell var = small cell variant, 

non-s = non-sm = non-small, 

squam = squamous, 

pi. eff = pi effiision = pleural effusion, 

glio glioma, 

astro = astrocytoma, and 

neuro = neuroblastoma. 
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General screening panel vL4 

The plates for Panel 1 .4 include 2 control wells (genomic DNA control and chemistry 
control) and 94 wells containing cDNA from various samples. The samples in Panel 1 .4 are 
broken into 2 classes: samples derived from cultured cell lines and samples derived from 
primary normal tissues. The cell lines are derived from cancers of the following types: lung 
cancer, breast cancer, melanoma, colon cancer, prostate cancer, CNS cancer, squamous cell 
carcinoma, ovarian cancer, liver cancer, renal cancer, gastric cancer and pancreatic cancer. 
Cell lines used in Panel 1.4 are widely available through the American Type Culture 
Collection (ATCC), a repository for cultured cell lines, and were cultured using the 
conditions recommended by the ATCC. The normal tissues found on Panel L4 are comprised 
of pools of samples derived from all major organ systems from 2 to 5 different adult 
individuals or fetuses. These samples are derived from the following organs: adult skeletal 
muscle, fetal skeletal muscle, adult heart, fetal heart, adult kidney, fetal kidney, adult liver, 
fetal liver, adult lung, fetal lung, various regions of the brain, the spleen, bone marrow, lymph 
node, pancreas, salivary gland, pituitary gland, adrenal gland, spinal cord, thymus, stomach, 
small intestine, colon, bladder, trachea, breast, ovary, uterus, placenta, prostate, testis and 
adipose. Abbreviations are as described for Panels 1, 1.1, 1.2, and 1.3D, 

Panels 2D and 2.2 

The plates for Panels 2D and 2,2 generally include 2 control wells and 94 test samples 

composed of RNA or cDNA isolated from human tissue procured by surgeons working in 

close cooperation with the National Cancer Institute's Cooperative Human Tissue Network 

(CHTN) or the National Disease Research Initiative (NDRI). The tissues are derived from 

human malignancies and in cases where indicated many malignant tissues have "matched 

margins" obtained from noncancerous tissue just adjacent to the tumor. These are termed 

normal adjacent tissues and are denoted "NAT" in the results below. The tumor tissue and the 

"matched margins" are evaluated by two independent pathologists (the surgical pathologists 

and again by a pathologist at NDRI or CHTN). This analysis provides a gross 

histopathological assessment of tumor differentiation grade. Moreover, most samples include 

the original surgical pathology report that provides information regarding the clinical stage of 

the patient. These matched margins are taken from the tissue surrounding (i.e. immediately 

proximal) to the zone of surgery (designated "NAT", for normal adjacent tissue, in Table 

RR). In addition, RNA and cDNA samples were obtained from various human tissues derived 
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from autopsies performed on elderly people or sudden death victims (accidents, etc.). These 
tissues were ascertained to be free of disease and were purchased from various commercial 
sources such as Clontech (Palo Alto, CA), Research Genetics, and Invitrogen. 

Panel 3D 

The plates of Panel 3D are comprised of 94 cDNA samples and two control samples. 
Specifically, 92 of these samples are derived from cultured human cancer cell Hnes, 2 
samples of human primary cerebellar tissue and 2 controls. The human cell lines are 
generally obtained from ATCC (American Type Culture Collection), NCI or the German 
tumor cell bank and fall into the following tissue groups: Squamous cell carcinoma of the 
tongue, breast cancer, prostate cancer, melanoma, epidermoid carcinoma, sarcomas, bladder 
carcinomas, pancreatic cancers, kidney cancers, leukemiasAymphomas, 
ovarian/uterine/cervical, gastric, colon, lung and CNS cancer cell lines. In addition, there are 
two independent samples of cerebellum. These cells are all cultured under standard 
recommended conditions and RNA extracted using the standard procedures. The cell lines in 
panel 3D and 1 .3D are of the most common cell lines used in the scientific literature. 

Panels 4D, 4R, and 4.1D 

Panel 4 includes samples on a 96 well plate (2 control wells, 94 test samples) 
composed of RNA (Panel 4R) or cDNA (Panels 4D/4.1D) isolated from various human cell 
lines or tissues related to inflammatory conditions. Total RNA from control normal tissues 
such as colon and lung (Stratagene, La JoUa, CA) and thymus and kidney (Clontech) was 
employed. Total RNA from liver tissue from cirrhosis patients and kidney from lupus patients 
was obtained from BioChain (Biochain Institute, Inc., Hayward, CA). Intestinal tissue for 
RNA preparation from patients diagnosed as having Crohn's disease and ulcerative colitis 
was obtained from the National Disease Research Interchange (NDRI) (Philadelphia, PA). 

Astrocytes, lung fibroblasts, dermal fibroblasts, coronary artery smooth muscle cells, 
small airway epithelium, bronchial epithelium, microvascular dermal endothelial cells, 
microvascular lung endothelial cells, human pulmonary aortic endothelial cells, human 
umbilical vein endothelial cells were all purchased from Clonetics (Walkersville, MD) and 
grown in the media supplied for these cell types by Clonetics. These primary cell types were 
activated with various cytokines or combinations of cytokines for 6 and/or 12-14 hours, as 
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indicated. The following cytokines were used; IL-1 beta at approximately l-5ng/ml, TNF 
alpha at approximately 5-lOng/ml, IFN gamma at approximately 20-50ng/ml, IL-4 at 
approximately 5-lOng/ml, IL-9 at approximately 5-lOng/ml, IL-13 at approximately 5- 
lOng/ml. Endothelial cells were sometimes starved for various times by culture in the basal 
media from Clonetics with 0.1% serum. 

Mononuclear cells were prepared from blood of employees at CuraGen Corporation, 
using FicoU. LAK cells were prepared from these cells by culture in DMEM 5% FCS 
(Hyclone), 100|iM non essential amino acids (Gibco/Life Technologies, Rockville, MD), 
ImM sodium pyruvate (Gibco), mercaptoethanol 5.5xlO"^M (Gibco), and lOmM Hepes 
(Gibco) and Interleukin 2 for 4-6 days. Cells were then either activated with 10-20ng/ml 
PMA and l-2^ig/ml ionomycin, IL-12 at 5-lOng/ml, IFN gamma at 20-50ng/ml and IL-18 at 
5-lOng/ml for 6 hours. In some cases, mononuclear cells were cultured for 4-5 days in 
DMEM 5% FCS (Hyclone), lOO^M non essential amino acids (Gibco), ImM sodium 
pyruvate (Gibco), mercaptoethanol 5.5x1 0"^M (Gibco), and lOmM Hepes (Gibco) with PHA 
(phytohemagglutinin) or PWM (pokeweed mitogen) at approximately 5ng/mL Samples were 
taken at 24, 48 and 72 hours for RNA preparation. MLR (mixed lymphocyte reaction) 
samples were obtained by taking blood from two donors, isolating the mononuclear cells 
using FicoU and mixing the isolated mononuclear cells 1:1 at a final concentration of 
approximately 2xl0^cells/ml in DMEM 5% FCS (Hyclone), lOOjiM non essential amino 
acids (Gibco), ImM sodium pyruvate (Gibco), mercaptoethanol (5.5xlO'^M) (Gibco), and 
lOmM Hepes (Gibco). The MLR was cultured and samples taken at various time points 
ranging from 1-7 days for RNA preparation. 

Monocytes were isolated from mononuclear cells using CD 14 Miltenyi Beads, +ve 

VS selection columns and a Vario Magnet according to the manufacturer's instructions. 

Monocytes were differentiated into dendritic cells by culture in DMEM 5% fetal calf serum 

(FCS) (Hyclone, Logan, UT), lOO^M non essential amino acids (Gibco), ImM sodium 

pyruvate (Gibco), mercaptoethanol 5.5xlO"^M (Gibco), and lOmM Hepes (Gibco), 50ng/ml 

GMCSF and 5ng/ml IL-4 for 5-7 days. Macrophages were prepared by culture of monocytes 

for 5-7 days in DMEM 5% FCS (Hyclone), lOOuM non essential amino acids (Gibco), ImM 

sodium pyruvate (Gibco), mercaptoethanol 5.5xlO'^M (Gibco), lOmM Hepes (Gibco) and 

10% AB Human Serum or MCSF at approximately 50ng/ml, Monocytes, macrophages and 

dendritic cells were stimulated for 6 and 12-14 hours with lipopolysaccharide (LPS) at 
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lOOng/ml. Dendritic cells were also stimulated with anti-CD40 monoclonal antibody 
(Pharmingen) at lO^g/ml for 6 and 12-14 hours. 

CD4 lymphocytes, CDS lymphocytes and NK cells were also isolated from 
mononuclear cells using CD4, CDS and CD56 Miltenyi beads, positive VS selection columns 
and a Vario Magnet according to the manufacturer's instructions. CD45RA and CD45RO 
CD4 lymphocytes were isolated by depleting mononuclear cells of CDS, CD56, CD 14 and 
CD 19 cells using CDS, CD56, CD 14 and CD 19 Miltenyi beads and positive selection. 
CD45RO beads were then used to isolate the CD45RO CD4 lymphocytes with the remaining 
cells being CD45RA CD4 lymphocytes. CD45RA CD4, CD45RO CD4 and CDS 
lymphocytes were placed in DMEM 5% FCS (Hyclone), lOOtiM non essential amino acids 
(Gibco), ImM sodium pyruvate (Gibco), mercaptoethanol 5.5xlO'^M (Gibco), and lOmM 
Hepes (Gibco) and plated at lO^cells/ml onto Falcon 6 well tissue culture plates that had been 
coated overnight with 0.5|xg/ml anti-CD28 (Pharmingen) and 3ug/ml anti-CD3 (OKT3, 
ATCC) in PBS. After 6 and 24 hours, the cells were harvested for RNA preparation. To 
prepare chronically activated CDS lymphocytes, we activated liie isolated CDS lymphocytes 
for 4 days on anti-CD28 and anti-CD3 coated plates and then harvested the cells and 
expanded them in DMEM 5% FCS (Hyclone), 100|iM non essential amino acids (Gibco), 
ImM sodium pyruvate (Gibco), mercaptoethanol 5.5xlO"^M (Gibco), and lOmM Hepes 
(Gibco) and IL-2. The expanded CDS cells were then activated again with plate bound anti- 
CD3 and anti-CD28 for 4 days and expanded as before. RNA was isolated 6 and 24 hours 
after the second activation and after 4 days of the second expansion culture. The isolated NK 
cells were cultured in DMEM 5% FCS (Hyclone), lOOjiM non essential amino acids (Gibco), 
ImM sodium pyruvate (Gibco), mercaptoethanol 5,5xlO"^M (Gibco), and lOmM Hepes 
(Gibco) and IL-2 for 4-6 days before RNA was prepared. 

To obtain B cells, tonsils were procured from NDRI. The tonsil was cut up with 
sterile dissecting scissors and then passed through a sieve. Tonsil cells were then spun down 
and resupended at lO^cells/ml in DMEM 5% FCS (Hyclone), lOO^iM non essential amino 
acids (Gibco), ImM sodium pyruvate (Gibco), mercaptoethanol 5.5xlO"^M (Gibco), and 
lOmM Hepes (Gibco). To activate the cells, we used PWM at 5^g/ml or anti-CD40 
(Pharmingen) at approximately 10|Lig/ml and IL-4 at 5-lOng/ml. Cells were harvested for 
RNA preparation at 24,48 and 72 hours. 
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To prepare the primary and secondary Thl/Th2 and Trl cells, six-well Falcon plates 
were coated overnight with lO^ig/ml anti-CD28 (Pharmingen) and 2^g/ml 0KT3 (ATCC), 
and then washed twice with PBS. Umbilical cord blood CD4 lymphocytes (Poietic Systems, 
German Town, MD) were cultured at 10^-lO^cells/ml in DMEM 5% PCS (Hyclone), lOOjiM 
non essential amino acids (Gibco), ImM sodium pyruvate (Gibco), mercaptoethanol 5.5x10' 
(Gibco), lOmM Hepes (Gibco) and IL-2 (4ng/ml). IL-12 (5ng/ml) and anti-IL4 (l(ig/ml) 
were used to direct to Thl, while IL-4 (5ng/ml) and anti-IFN gamma (Ijig/ml) were used to 
direct to Th2 and IL-10 at 5ng/ml was used to direct to Trl. After 4-5 days, the activated Thl, 
Th2 and Trl lymphocytes were washed once in DMEM and expanded for 4-7 days in DMEM 
5% PCS (Hyclone), 100|iM non essential amino acids (Gibco), ImM sodium pyruvate 
(Gibco), mercaptoethanol 5.5xlO"^M (Gibco), lOmM Hepes (Gibco) and IL-2 (Ing/ml). 
Following this, the activated Thl, Th2 and Trl lymphocytes were re-stimulated for 5 days 
with anti-CD28/OKT3 and cytokines as described above, but with the addition of anti- 
CD95L (l|xg/ml) to prevent apoptosis. After 4-5 days, the Thl, Th2 and Trl lymphocytes 
were washed and then expanded again with IL-2 for 4-7 days. Activated Thl and Th2 
lymphocytes were maintained in this way for a maximum of three cycles. RNA was prepared 
from primary and secondary Thl, Th2 and Trl after 6 and 24 hours following the second and 
third activations with plate bound anti-CD3 and anti-CD28 mAbs and 4 days into the second 
and third expansion cultures in Interleukin 2. 

The following leukocyte cells lines were obtained from the ATCC: Ramos, EOL-1, 
KU-812. EOL cells were further differentiated by culture in O.lmM dbcAMP at 
5xl0^cells/ml for 8 days, changing the media every 3 days and adjusting the cell 
concentration to 5xl0^cells/ml. For the culture of these cells, we used DMEM or RPMI (as 
recommended by the ATCC), with the addition of 5% PCS (Hyclone), lOOjiM non essential 
amino acids (Gibco), ImM sodium pyruvate (Gibco), mercaptoethanol 5.5x1 0'^M (Gibco), 
lOmM Hepes (Gibco). RNA was either prepared from resting cells or cells activated with 
PMA at lOng/ml and ionomycin at l}ig/ml for 6 and 14 hours. Keratinocyte line CCD 106 and 
an airway epithelial tumor line NCI-H292 were also obtained from the ATCC. Both were 
cultured in DMEM 5% PCS (Hyclone), lOO^M non essential amino acids (Gibco), ImM 
sodium pyruvate (Gibco), mercaptoethanol 5.5xlO'^M (Gibco), and lOmM Hepes (Gibco). 
CCDl 106 cells were activated for 6 and 14 hours with approximately 5 ng/ml TNF alpha and 
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Ing/ml IL-1 beta, while NCI-H292 cells were activated for 6 and 14 hours with the following 
cytokines: 5ng/ml IL-4, 5ng/ml IL-9, 5ng/ml IL-1 3 and 25ng/ml IFN gamma. 

For these cell lines and blood cells, RNA was prepared by lysing approximately 
lO^cells/ml using Trizol (Gibco BRL). Briefly, 1/10 volume of bromochloropropane 
(Molecular Research Corporation) was added to the RNA sample, vortexed and after 10 
minutes at room temperature, the tubes were spun at 14,000 rpm in a Sorvall SS34 rotor. The 
aqueous phase was removed and placed in a 15ml Falcon Tube, An equal volume of 
isopropanol was added and left at -20°C overnight. The precipitated RNA was spun down at 
9,000 rpm for 15 min in a Sorvall SS34 rotor and washed in 70% ethanol. The pellet was 
redissolved in 300|il of RNAse-free water and 35|iil buffer (Promega) 5^1 DTT, 7\il RNAsin 
and 8^1 DNAse were added. The tube was incubated at 37*^0 for 30 minutes to remove 
contaminating genomic DNA, extracted once with phenol chloroform and re-precipitated 
with 1/10 volume of 3M sodium acetate and 2 volumes of 100% ethanol. The RNA was spun 
down and placed in RNAse free water. RNA was stored at -SO^'C. 

AI_compreheasive panel vl.O 

The plates for AI_comprehensive panel_vLO include two control wells and 89 test 
samples comprised of cDNA isolated from surgical and postmortem human tissues obtained 
from the Backus Hospital and Clinomics (Frederick, MD). Total RNA was extracted from 
tissue samples from the Backus Hospital in the Facility at CuraGen. Total RNA from other 
tissues was obtained from Clinomics. 

Joint tissues including synovial fluid, synovium, bone and cartilage were obtained 
from patients undergoing total knee or hip replacement surgery at the Backus Hospital. 
Tissue samples were immediately snap frozen in liquid nitrogen to ensure that isolated RNA 
was of optimal quality and not degraded. Additional samples of osteoarthritis and rheumatoid 
arthritis joint tissues were obtained from Clinomics. Normal control tissues were supplied by 
Clinomics and were obtained during autopsy of trauma victims. 

Surgical specimens of psoriatic tissues and adjacent matched tissues were provided as 
total RNA by Clinomics. Two male and two female patients were selected between the ages 
of 25 and 47. None of the patients were taking prescription drugs at the time samples were 
isolated. 
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Surgical specimens of diseased colon from patients with ulcerative colitis and Crohns 
disease and adjacent matched tissues were obtained from Clinomics. Bowel tissue from three 
female and three male Crohn's patients between the ages of 41-69 were used. Two patients 
were not on prescription medication while the others were taking dexamethasone, 
phenobarbital, or tylenol. Ulcerative colitis tissue was from three male and four female 
patients. Four of the patients were taking lebvid and two were on phenobarbital. 

Total RNA from post mortem lung tissue from trauma victims with no disease or with 
emphysema, asthma or COPD was purchased from Clinomics. Emphysema patients ranged in 
age from 40-70 and all were smokers, this age range was chosen to focus on patients with 
cigarette-linked emphysema and to avoid those patients with alpha- lanti-tiypsin deficiencies. 
Asthma patients ranged in age from 36-75, and excluded smokers to prevent those patients 
that could also have COPD. COPD patients ranged in age from 35-80 and included both 
smokers and non-smokers. Most patients were taking corticosteroids, and bronchodilators. 

In the labels employed to identify tissues in the Al^comprehensive panel_vl.O panel, 
the following abbreviations are used: 

AI = Autoimmunity 

Syn = Synovial 

Normal = No apparent disease 

Rep22 /Rep20 = individual patients 

RA = Rheumatoid arthritis 

Backus = From Backus Hospital 

OA = Osteoarthritis 

(SS) (BA) (MF) = Individual patients 

Adj = Adjacent tissue 

Match control = adjacent tissues 

-M = Male 

-F = Female 

COPD = Chronic obstructive pulmonary disease 
Panels 5D and 51 
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The plates for Panel 5D and 51 include two control wells and a variety of cDNAs 
isolated from human tissues and cell lines with an emphasis on metabolic diseases. Metabolic 
tissues were obtained from patients enrolled in the Gestational Diabetes study. Cells were 
obtained during different stages in the differentiation of adipocytes from human 
mesenchymal stem cells. Human pancreatic islets were also obtained. 

In the Gestational Diabetes study subjects are young (18-40 years), otherwise 
healthy women with and without gestational diabetes undergoing routine (elective) Caesarean 
section. After delivery of the infant, when the surgical incisions were being repaired/closed, 
the obstetrician removed a small sample 

Patient 2: Diabetic Hispanic, overweight, not on insulin 
Patient 7-9: Nondiabetic Caucasian and obese (BMI>30) 
Patient 10: Diabetic Hispanic, overweight, on insulin 
Patient 11: Nondiabetic African American and overweight 
Patient 12: Diabetic Hispanic on insulin 

Adiocyte differentiation was induced in donor progenitor cells obtained from Osirus 
(a division of Clonetics/BioWhittaker) in triplicate, except for Donor 3U which had only two 
replicates. Scientists at Clonetics isolated, grew and differentiated human mesenchymal stem 
cells (HuMSCs) for CuraGen based on the published protocol found in Mark F. Pittenger, et 
al, Multilineage Potential of Adult Human Mesenchymal Stem Cells Science Apr 2 1999: 
143-147. Clonetics provided Trizol lysates or frozen pellets suitable for mRNA isolation and 
ds cDNA production. A general description of each donor is as follows: 

Donor 2 and 3 U: Mesenchymal Stem cells. Undifferentiated Adipose 
Donor 2 and 3 AM: Adipose, AdiposeMidway Differentiated 
Donor 2 and 3 AD: Adipose, Adipose Differentiated 

Human cell lines were generally obtained from ATCC (American Type Culture 
Collection), NCI or the German tumor cell bank and fall into the following tissue groups: 
kidney proximal convoluted tubule, uterine smooth muscle cells, small intestine, liver HepG2 
cancer cells, heart primary stromal cells, and adrenal cortical adenoma cells. These cells are 
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all cultured under standard recommended conditions and RNA extracted using the standard 
procedures. All samples were processed at CuraGen to produce single stranded cDNA. 

Panel 51 contains all samples previously described with the addition of pancreatic 
islets from a 58 year old female patient obtained from the Diabetes Research Institute at the 
University of Miami School of Medicine, Islet tissue was processed to total RNA at an 
outside source and delivered to CuraGen for addition to panel 51. 

In the labels employed to identify tissues in the 5D and 51 panels, the following abbreviations 
are used: 

GO Adipose = Greater Omentum Adipose 
SK = Skeletal Muscle 
UT = Uterus 
PL = Placenta 

AD = Adipose Differentiated 

AM = Adipose Midway Differentiated 

U = Undifferentiated Stem Cells 

Panel CNSD.Ol 

The plates for Panel CNSD.Ol include two control wells and 94 test samples 
comprised of cDNA isolated from postmortem human brain tissue obtained from the Harvard 
Brain Tissue Resource Center. Brains are removed from calvaria of donors between 4 and 24 
hours after death, sectioned by neuroanatomists, and frozen at -80°C in liquid nitrogen vapor. 
All brains are sectioned and examined by neuropathologists to confirm diagnoses with clear 
associated neuropathology. 

Disease diagnoses are taken from patient records. The panel contains two brains from 
each of the following diagnoses: Alzheimer's disease, Parkinson's disease, Huntington's 
disease, Progressive Supemuclear Palsy, Depression, and "Normal controls". Within each of 
these brains, the following regions are represented: cingulate gyrus, temporal pole, globus 
palladus, substantia nigra, Brodman Area 4 (primary motor strip), Brodman Area 7 (parietal 
cortex), Brodman Area 9 (prefrontal cortex), and Brodman area 17 (occipital cortex). Not all 
brain regions are represented in all cases; e.g., Huntington's disease is characterized in part by 
neurodegeneration in the globus palladus, thus this region is impossible to obtain from 
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confirmed Huntington's cases. Likewise Parkinson's disease is characterized by degeneration 
of the substantia nigra making this region more difficult to obtain. Normal control brains 
were examined for neuropathology and found to be free of any pathology consistent with 
neurodegeneration. 

In the labels employed to identify tissues in the CNS panel, the following 
abbreviations are used: 

PSP = Progressive supranuclear palsy 
Sub Nigra = Substantia nigra 
Glob Palladus= Globus palladus 
Temp Pole = Temporal pole 
Cing Gyr = Cingulate gyrus 
BA 4 = Brodman Area 4 

Panel CNS_Neurodegeneration_V1.0 

The plates for Panel CNS_Neurodegeneration_V1.0 include two control wells and 47 
test samples comprised of cDNA isolated from postmortem human brain tissue obtained from 
the Harvard Brain Tissue Resource Center (McLean Hospital) and the Human Brain and 
Spinal Fluid Resource Center (VA Greater Los Angeles Healthcare System). Brains are 
removed from calvaria of donors between 4 and 24 hours after death, sectioned by 
neuroanatomists, and frozen at -80°C in liquid nitrogen vapor. All brains are sectioned and 
examined by neuropathologists to confirm diagnoses with clear associated neuropathology. 

Disease diagnoses are taken from patient records. The panel contains six brains from 
Alzheimer's disease (AD) patients, and eight brains from "Normal controls" who showed no 
evidence of dementia prior to death. The eight normal control brains are divided into two 
categories: Controls with no dementia and no Alzheimer's like pathology (Controls) and 
controls with no dementia but evidence of severe Alzheimer's like pathology, (specifically 
senile plaque load rated as level 3 on a scale of 0-3; 0 = no evidence of plaques, 3 = severe 
AD senile plaque load). Within each of these brains, the following regions are represented: 
hippocampus, temporal cortex (Brodman Area 21), parietal cortex (Brodman area 7), and 
occipital cortex (Brodman area 17). These regions were chosen to encompass all levels of 
neurodegeneration in AD. The hippocampus is a region of early and severe neuronal loss in 

201 



AD; the temporal cortex is known to show neurodegeneration in AD after the hippocampus; 
the parietal cortex shows moderate neuronal death in the late stages of the disease; the 
occipital cortex is spared in AD and therefore acts as a "control" region within AD patients. 
Not all brain regions are represented in all cases. 

In the labels employed to identify tissues in the CNS_Neurodegeneration_V1.0 panel, 
the following abbreviations are used: 

AD = Alzheimer's disease brain; patient was demented and showed AD-like pathology upon 
autopsy 

Control = Control brains; patient not demented, showing no neuropathology 

Control (Path) = Control brains; pateint not demented but showing sever AD-like pathology 

SupTemporal Ctx = Superior Temporal Cortex 

Inf Temporal Ctx = Inferior Temporal Cortex 

A, GMAP000818_D/CG100318-01, GMAP000818_B, and GMAP000818_A_2: 
GPCR 

Expression of genes GMAP000818_D, GMAP000818_B, and GMAP000818_A_2 
was assessed using the primer-probe sets Ag2219, Ag2356 and Ag2210, described in Tables 
AA, AB and AC. Results of the RTQ-PCR runs are shown in Tables AD, AE and AF. Please 
note that GMAP000818__A_2 was previously known as GMAP000818_A. 



Table AA . Probe Name Ag2219 



Primers: 


Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward; 


5 ' -tgtacttcttcctgtgcaagct-3 ' 


22 


172 


201 


Probe 


TET-5 ' -ttttcccttctgtgagttccccta-a ' -TAMRA 


24 


211 


202 


Reverse 


5 ' -cctgaaagatagcacagcatct-3 ' 


22 


235 


203 



Table AB . Probe Name Ag2356 



Primers 


Sequences 


,i,.,...rM.f...,i,„«.| 

Length: 


Start Position 


SEQ ID 
NO: 


Forward: 


5 ' -ggagggtctggagactattctg-3 * 


22 i 


56 


204 


■y--^ .J---. -V'-"- 

Probe 


TET-5 ' -acatcttcacccttatggggaacctg-3 ' -TAMRA; 


26 i 


100 


205 


Reverse 


5 ' -agacaatagccagcaagatgag-3 * 


22 ; 


126 


206 



202 



Table AC . Probe Name Ag2210 



Primers 


Sequences 

... .. ■ - "< 




Length 


Start Position 


SEQID 

NO: 


Forward 


5 ' -tgtacttcttcctgtgcaagct-3 ' 


22 


172 


207 


. . i 

Probe 


TET-5 ' -ttttcccttctgtgagttccccta-3 • -TAMRaI 24 


211 


208 


Reverse 


5 ' -cctgaaagatagcacagcatct-3 ' 


22 


235 


209 


Table AD. CNS neurodegeneration vl.O 





Tissue 
Name 


Rel. 

Exp.(%) 
Ag2219, 
Run 


Rel. 

Exp.(%) 
Ag2219, 
Run 

ZloO'loo'lO 


Rel. j 
Exp.(%) \ 
Ag2356, 

Run 


Tissue 
Name 




Rel. 

Exp.(%) 
Ag2219, 
Run 


ReL 
Exp.(%) 1 
Ag2219, 
Run 
218648846 


Kel. 
Exp.(%) 
Ag2356, 

Run 
208702284 


AD 1 

Hippo 

..■„,. ■ ,J 


15.9 


0.0 


i 

\ 

12.2 


Control 
(Path) 3 
1 cmpoiai , 
Ctx 


8.0 


0.0 


0.0 


AD 2 
Hippo 


43.5 


Mint fn.li.. III. h X.Jtrtw 

42.6 

-- ^ 


41.2 


Control 

Temporal 
Ctx 


31.9 


11.6 


56.3 


AD 3 
Hippo 


0.0 


0.0 


0.0 


rXLJ 1 

Occipital 
Ctx 


0.0 


31.4 


6.9 


AD4 
Hippo 


0.0 


0.0 


0.0 


AJJ L 

Occipital 
Ctx 

CMissine) 


0.0 


0.0 


0.0 


ADS 
Hippo 


18.8 


39.5 


0.0 


AD 3 

Occipital 
Ctx 


15.9 


10.6 


0.0 


AD 6 

Hippo 


^ 

100.0 


66.9 


i.*.w.t n iiirii "I"" 

100.0 


AD 4 
Occipital 

Ctx 


8.4 


0.0 

• 


13.0 


Control 2 
Hippo 


10.4 


17.9 


42.3 


ADS 

Occipital 

Ctx 


8.4 


47.3 


34.6 

, 


Control 4 
Hippo 


10.9 


12.4 


9.5 


ADS 

Occipital 

Ctx 


0.0 


0.0 


i 

0.0 j 


A - 

Control 
(Path) 3 
Hippo 


0.0 


0.0 


15.5 


Control 1 
Occipital 
Ctx 


0.0 


0.0 


0.0 1 


AD 1 


26.8 


0.0 

^ ' ■ 'T f-rr ff " f "f 


21.6 

# „, .■T|.,firfnr.ilirnYin 


Control 2 


0.0 


8.4 


0.0 i 
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Temporal 
Ctx 








Occipital 1 
Ctx 

.... J 


; ir.n 






AD 2 
Temporal ; 
Ctx 


35.1 


....v.. -I , 

51.4 

a i 


18.0 

' 


Control 3 \ 
Occipital 

Ctx 

— 


14.0 


10.7 


37.1 


ADS 

Temporal 

Ctx 


0.0 


0.0 


8.4 

1 — »^ — I*..*..* — 


Control 4 
Occipital 
Ctx 


0.0 


0.0 


0.0 


AD 4 

Temporal 

utx 


37.6 


17.9 


38.2 


Control 
(Path)l 1 
Occipital 
Ctx 


9.7 


56.3 


0.0 


AD 5 Inf : 
Temporal 
Ctx 


54.0 


0.0 


52.5 


Control 
(Path) 2 
Occipital 
Ctx 


0.0 


0.0 


12.9 


ADS 
Sup 

Temporal 
Ctx 


2S.5 


43.5 


; vTjrf...iM.jira!wi.<..i.ilf«.ti«yiiv-.aa= 

80.1 


Control 
(Path) 3 
Occipital 
Ctx 


0.0 


0.0 


0.0 


AD 6 Inf 
Temporal, 

Ctx 


52.5 


100.0 


26.8 


Control 
(Path) 4 
Occipital 
Ctx 


0.0 


10.1 


0.0 


AD 6 ; 
Sup i 
Temporal 
Ctx 




/y.o 




Control 1 

rarieiai 

Ctx 


a n 
u.u 






Control 1 
Temporal 
Ctx 


0.0 


0.0 


0.0 


Control 2 

Parietal 
Ctx 


0.0 


10.1 

1 i.r i 


0.0 

'I.. hi. . . n- 


Control 2 

Temporal: 

Ctx 


1 -. -,,-t ' 

8.8 


47.3 


10.7 


Control 3 

Parietal 

Ctx 


6.1 


0.0 

<■, ...... « . 1 ^1 


14.7 


Control 3 
Temporal 
Ctx 


0.0 


E i 

9.8 


25.5 


Control 
(Path)l 
Parietal 
Ctx 


28.1 


36.9 


0.0 


Control 3 
Temporal 

V^LA 


: 

8.7 


0.0 


0.0 


Control 
(Path) 2 
Parietal 
Ctx 


8.1 


10.2 


5.8 


Control 
(Path) 1 
Temporal 
Ctx 


7.3 


69.3 


40.6 


Control 
(Path) 3 
Parietal 
Ctx 


0.0 


0.0 


0.0 
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Control 




: 




Control 








(Path) 2 


■ 

4.7 


■ 

30.1 


30.8 \ 


(Path) 4 


28.3 


21.2 


0.0 


Temporal 


Parietal 






Ctx 








Ctx 









Table AE. Panel 4. ID 



Tissue Name 


ReL Exp.(%) 
Ag2219, Run 
224781587 


Tissue Name 


Rel. Exp.(%) 
Ag2219, Run 
224781587 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


1 0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0,0 


HUVEC TNF alpha + IFNi 

gamma 


0.0 

r -r T-rr-i — 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL- 11 


0.0 


Secondary Trl rest 


0.0 


none 


0.0 


Primary Thl act 


0.0 


T iiticr IVAi^T'nvsic^^iilsiT' 

TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


]V/ftoTrwiicr»iili»r r^p^TtriJil Pi* 
iVllV/IUVao^Uiai l^dlliai 

none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC \ 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.8 

■ 
■ 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.4 


Pnmary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 




CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 

lymphoc)^ act 


0.4 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act [ 


0.0 


Astrocytes rest 


0.0 


Secondary CD8 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


1.2 


CD4 lymphocyte none 


0.0 


KU-812 (Basophil) 
PMA/ionomycin 


7.8 


2ryThl/Th2/Trl anti- | 


0.2 


CCDl 106 (Keratinocytes) \ 


0.0 
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1 

! 


> . _ , . , ^ ^ . „ 




LAK cells rest 


! 

0.4 


CCDl 106 (Keratinocytes) 

TMTHcilriVia 4- TT 1 hf^tc\ 


0.0 


L.j\j\. ceils iL-z 


1 n n 


juiver ciixnoMb 


0 0 

ij.j..im».m,«ttin>i»it«.,<ini 111 ■ ■ mil. — 1—1 I.J ' ' 'in « 


LAK cells IL-2+IL- 12 , 


0.0 


NCI-H292 none 


0.5 


LAK cells IL-2+IFN , 
gamma 


0.0 


NCI-H292 IL-4 


0.0 


TAT/' TT O-i- TT 10 

LAK cells 1L~Z+ IL- 1 o 


U.U 




A A 
U.U 


LAK cells 
rMA/ionomycm 


1 0.0 


NCI-H292IL-13 


0.0 


JNK Lells IL-z rest 




jNUi-iizyz irJN gamma 


A A 
U.U 


Two Way MLR 3 day 


1 0.7 


HPAEC none 


0.0 


Two Way MLR 5 day 


0.0 


HPAEC TNF alpha + IL-1 
Deia 


0.4 


Iwo Way MLK / day 


U.U 


L/Ung iioroDiasi none 


A A 
U.U 


PBMC rest 


0.0 


ijUng iiDroDiasi iiNr aipna 
+ IL-1 beta 


0.3 


rBMC r WM 


U.U 


jLung iiDroDiasi 


A A 
U.U 


PBMC PHA-L 1 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) none 


1 0.0 


Lung fibroblast IL- 1 3 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


B IvmDhocvtes PWM 

■ 


0.0 


Dermal fibroblast 
CCD 1070 rest 


0.0 


B lymphocytes CD40L 
and IL-4 ! 


0.4 


Dermal fibroblast 
CCD1070 TNF alpha 


0.0 


EOL-l dbcAMP 


0.0 


Dermal fibroblast 
CCDIU/U lL-1 beta 


0.5 


EOL-1 dbcAMP 

PMA/ionomycin i 


; 

0.0 


Dermal fibroblast IFN 

gamma 


L3 


Dendritic cells none 


A A 
U.U 


Dermal ribro blast lL-4 


A A 
U.U 


Dendntic cells Lrb \ 


A A 
U.U 


Uermal riorooiasts rest 


A A 
U.U 


Dendntic cells anti- 

CD40 i 


0.0 


Neutrophils TNFa+LPS 


0.4 


Monocvtes rest 


00 


Neutronhils rest 


0.0 


Monocvtes LPS i 


0.0 


Colon 


LI 


Macrophages rest j 


0.0 


Lung 


4.8 


Macrophages LPS | 


0.0 


Thymus 


7.7 


HUVEC none | 


0.0 


Kidney 


100.0 


HUVEC starved 1 


0.7 







Table AF. Panel 4D 



206 



Tissue Name 

• 


Rel. 
Exp.(%) 
Ag2210, 

Run 
163624919 


Rel. 
Exp.(%) 
Ag2219, 

Run 
163724321 

..... rrv r n ' miiii i mWi' 


1 Rel. 
Exp.(%) 
Ag2356, 
Run 

164038261 


Tissue Name 


Rel. 
Exp.(%) 
Ag2210, 

Run 
163624919 


Rel. 
Exp.(%) 
Ag2219, 

Run 
163724321 


Rel. 
Exp.(%) 
Ag2356, 

Run 
164038261 


Secondary Thl act 


0.0 


0.0 


0.0 


HUVEC IL- 
Ibeta 


0.0 


0.0 


0.0 


Secondary Th2 act 


0.0 


0.0 


0.0 


HUVEC IFN 
gamma 


0.0 


0.0 


5.5 


Secondary Trl act 


■1 

0.0 


0.0 


3.7 


HUVEC TNF 
alpha + IFN 
gamma 


0.0 


0.0 


0.0 


Secondary Thl 
rest 


0.0 


0.0 


0.0 


HUVEC TNF 
alpha + IL4 


0.0 


0.0 


0.0 


Secondary Th2 
rest 


4.5 


0.0 


0.0 


HUVEC IL-11 


4.3 


0.0 


0.0 


Secondary Trl 
rest 


4.7 


0.0 

■ 


0.0 


Lung 

Microvascular 
EC none 


0.0 


■ 

0.0 

■ 


10.2 


Primary Thl act 


0.0 


0.0 


3.3 


Lung 

Microvascular ] 
EC TNFalpha + 
IL-lbeta 


0.0 


0.0 

• 


0.0 


■ 

Primary Th2 act 


A A 


A A 

U.U 


A A 
U.U 


Microvascular 
Dermal EC none: 


U.U 

-™"™-~Tfmnnrn"nfnm'"T'ri'"rry>"f 


U.U 


ft ft 


Primary Trl act 


0.0 


0.0 


0.0 


Microsvasular 
Dermal EC 
TNFalpha + IL- 1 
Ibeta 

- — J 


0.0 


0.0 


0.0 


Primary Thl rest 


0.0 

- 


0.0 

i 


0.0 


Bronchial 
epithelium 
TNFalpha + 
ILlbeta 


0.0 


i 

0.0 


14.3 


■ : 

Primary Th2 rest 


] 

f\ A 

U.U 


A A 
U.U 


■ 


Small airway 
epithelium none \ 


7 0 


0 A 




Primary Trl rest 


2.7 


2.5 


0.0 


Small airway 
epithelium 
TNFalpha + IL- ; 
Ibeta 


31.4 


■ 

26.4 


30.6 


CD45RA CD4 
Ijmiphocyte act 


0.0 


0.0 


0.0 


Coronery artery 
SMC rest 


0.0 

— I- ' ' ' — ■- 


0.0 

■ 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


0.0 


0.0 


Coronery artery 
SMC TNFalpha 
+ IL-lbeta 


3.5 


0.0 


0.0 


CD8 lymphocyte 


0.0 


0.0 


0.0 


Astrocytes rest 


3.3 


0.0 i 0.0 
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act 






- 








II «.l irrt..<.„ii.„<>i«M.i>»..>. 


Secondary CDS 
lymphocyte rest 


0.0 


0.0 

" — - - - 


0.0 

j-.-a-ia-, r n .r-a f„ 


Astrocytes 

TNFalpha + IL- 
Ibeta 


0.0 

i.iiTii Mi.nnniTT- r - T-i - ,1,7 


0.0 

■ IT,, 1 , T til T 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


0.0 


0.0 


KU-812 
(Basophil) rest 


16.5 


19.6 


20.0 


lympnocyie 

none 




0.0 


0.0 


0.0 

t. 


KU-812 

(Basophil) 

PMA/ionomycin 


100.0 


100.0 


100.0 

.I,..,,- ■< II ll>l,.l<lil,<l 


2ry 

Thl/Th2/Trl anti- 
CD95 CHll 


4.6 


0.0 


0.0 


CCD1106 

(Keratinocytes) 

none 


0.0 


0.0 


0.0 


LAK cells rest 


4,7 


0.0 


0.0 


CCD1106 
(Keratinocytes) 
TNFalpha + IL- 

Ibeta 


0.0 


0.0 


3.6 

. 


LAK cells IL-2 | 


0.0 


0.0 


0.0 


Liver cirrhosis 


8.5 


36.3 


22.5 


LAK cells IL- 
2+IL-12 


00 


5 3 


0 0 


LuDus kidnev 


44 


00 


00 


LAK cells IL- 
2+IFN gamma 


0.0 

,n.«»,n>,..n»,ri>oi»„f„.r »^ 


0.0 


0.0 


NCI-H292 none ! 


0.0 


0.0 


3.9 


LAK cells IL-2+ 
IL-18 


3 9 ^ 


0.0 


2.0 


NCI-H292 IL-4 

- - 


0.0 


1 

0.0 


0.0 


LAK cells 
PMA/ionomycin 


44 


0 0 


0 0 


NCI-H292IL-9 


0 0 


0 0 


00 




0 0 

j 


0 0 


; 

0 0 

BiBWi i.BffK.iir .m n III . -.ff f < 


NCI-H292IL- 
13 


0 0 


0 0 


0 0 


Two Way MLR 3 

day 


0.0 


0.0 


0.0 


NCI-H292IFN 
gamma 


0.0 


0.0 


5.6 


Two Way MLR 5 

day 


0.0 


4.8 


0.0 


HPAEC none 


0.0 


0.0 


0.0 


Two Way MLR 7 
day 


0.0 


0.0 

, , , ...] 


0.0 


HPAEC TOP \ 
alpha + IL-1 
beta 

„,„-,.r,ri„r,„„„r,.i,„r,.,.,„r.«,..«.,irnrr„m",-^-„ -J 


0.0 


4.5 


0.0 


PBMC rest 


0.0 


0.0 


0.0 


Lung fibroblast | 
none 


4.3 


0.0 


4.3 


PBMC PWM 


0.0 


4.3 i 


0.0 




Lung fibroblast ; 
TNF alpha + IL- 
1 beta 

., , i 


0.0 


■ 

7.5 

J 


0.0 


PBMC PHA-L 


; 

0.0 


0,0 j 


0.0 


Lung fibroblast j 
IL-4 1 


0.0 


0.0 

^/.w^/ 


0.0 


Ramos (B cell) 
none \ 


0.0 

■ 


0.0 


4.2 j 


Lung fibroblast 
IL-9 j 


0.0 


0.0 


0.0 


Ramos (B cell) 
ionomycin | 


0.0 


0.0 1 


0.0 1 


Lung fibroblast 
IL-13 1 


0.0 


0.0 


0.0 



208 



B lymphocytes 
PWM 


0.0 


8.0 


0.0 


Lung fibroblast 
IFN gamma 


0,0 


0.0 


0.0 

1 : 
i 


B lymphocytes 
UL/4UJL ana 


3.6 


3.2 


0.0 


Dermal 
fibroblast 
CCD 1070 rest 


0.0 


0.0 


0.0 


EOL-ldbcAMP 


0.0 


6.0 


0.0 


Dermal 
fibroblast 
CCD1070TNF ^ 
alpha 


0.0 


0.0 


i 

0.0 

. 


EOL-1 dbcAMP 
PMA/ionomycin 


■ 

U.U 




■ ■ ■ ^ 

IOC 

• 

■ 
• 
• 
• 


Dermal 

fibroblast 

CCD1070IL-1 

beta 






: 

U.U 


Dendritic cells 
none 


0.0 


4.3 

. » ; 


0.0 


Dermal 

fibroblast IFN 1 
gamma 


0.0 


0.0 


0.0 


Dendritic cells 
LPS 


0.0 

1 

■ 


0.0 


0.0 


Dermal 
iibroDlast lL-4 


8.1 


0.0 


0.0 


Dendntic cells 


0.0 


0.0 


0.0 


IBD Colitis 2 


9.9 i 


0.0 ; 


1 

3.5 




0 0 


0 0 


0 0 


IBD Crohn's 


5 2 


0.0 


0.0 


Monoovtes LPS 


0 0 


00 


0 0 


Colon 


103 


0.0 j 0.0 


Macrophages rest j 


8.0 

J 


0.0 


4.9 


Lung 


0.0 


5.4 


0.0 


Macrophages LPS 1 


0.0 ; 


0.0 


0.0 


Thymus 


4.0 i 


0.0 


8.7 


HUVEC none 


0.0 i 


4.2 


0.0 


Kidney 


0.0 


5.4 


0.0 


HUVEC starved \ 


2.9 


0.0 i 


0.0 









CNS_neurodegeneration_vl.O Summary: Ae2219 This gene is expressed at low but 
significant levels in the brain in one experiment with this probe/primer set and encodes a 
putative GPCR. Several neurotransmitter receptors are GPCRs, including the dopamine 
receptor family, the serotonin receptor family, the GABAB receptor, muscarinic 
acetylcholine receptors, and others; thus this GPCR may represent a novel neurotransmitter 
receptor. Targeting various neurotransmitter receptors (dopamine, serotonin) has proven to be 
an effective therapy in psychiatric illnesses such as schizophrenia, bipolar disorder, and 
depression. Furthermore, the cerebral cortex and hippocampus are regions of the brain that 
are known to be involved in Alzheimer's disease, seizure disorders, and in the normal process 
of memory formation. Therefore, therapeutic modulation of this gene or its protein product 
may be beneficial in the treatment of one or more of these diseases, as may stimulation and/or 
blockade of the receptor coded for by the gene. Ag2210 Expression of this gene is 
low/undetec table (CTs > 35) in all of the samples on this panel (data not shown). 
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Panel 1.3D Summary: Ag22 1 0/Ag22 1 9/Ag2356 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



Panel 2,2 Summary: Ag2210/Ag2219 Expression of this gene is low/undetectable (CTs > 
35) across all of the samples on this panel (data not shown). 

Panel 2D Summary: Ag2356 Expression of this gene is low/undetectable (CTs > 34.5) 
across all of the samples on this panel (data not shown). 

Panel 4.1D Summary: Ag2219 Expression of this gene is highest in the kidney (CT = 30.5). 
The putative GPCR encoded for by this gene could allow cells within the kidney to respond 
to specific microenvironmental signals (For example, ref. 1). Therefore, antibody or small 
molecule therapies designed with the protein encoded for by this gene could modulate kidney 
function and be important in the treatment of inflammatory or autoimmune diseases that 
affect the kidney, including lupus and glomerulonephritis. This gene is also expressed at low 
but significant levels in the PMA and ionomycin treated basophil cell line KU-812 (CT = 34); 
this result is consistent with what is observed in Panel 4D. Low expression is also detected in 
thymus and colon in this experiment. 

References : 

1, Mark M.D., Wittemann S., Herlitze S, (2000) G protein modulation of recombinant P/Q- 
type calcium channels by regulators of G protein signalling proteins. J. Physiol, 528 Pt 1: 65- 
77. 

1. Fast synaptic transmission is triggered by the activation of presynaptic Ca2+ channels 
which can be inhibited by Gbetagamma subunits via G protein-coupled receptors (GPCR). 
Regulators of G protein signalling (RGS) proteins are GTPase-accelerating proteins (GAPs), 
which are responsible for > 100-fold increases in the GTPase activity of G proteins and might 
be involved in the regulation of presynaptic Ca2+ channels. In this study we investigated the 
effects of RGS2 on G protein modulation of recombinant P/Q-type chaimels expressed in a 
human embryonic kidney (HEK293) cell line using whole-cell recordings. 2, RGS2 markedly 
accelerates transmitter-mediated inhibition and recovery from inhibition of Ba2+ currents 
(IBa) through P/Q-type channels heterologously expressed with the muscarinic acetylcholine 
receptor M2 (mAChR M2). 3. Both RGS2 and RGS4 modulate the prepulse facilitation 
properties of P/Q-type Ca2+ channels. G protein reinhibition is accelerated, while release 
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from inhibition is slowed. These kinetics depend on the availability of G protein alpha and 
betagamma subunits which is altered by RGS proteins. 4. RGS proteins unmask the Ca2+ 
channel beta subunit modulation of Ca2+ channel G protein inhibition. In the presence of 
RGS2, P/Q-type channels containing the beta2a and betaS subunits reveal significantly 
5 altered kinetics of G protein modulation and increased facilitation compared to Ca2+ 
channels coexpressed with the beta lb or beta4 subunit, 

PMID: 11018106 

Panel 4D Summary: Ag22 1 0/Ag22 1 9/Ag23 56 This transcript is expressed in the PMA and 
ionomycin treated basophil cell line KU-812 (CT = 33) and to a lesser extent in untreated 
1 0 KU-8 1 2 cells (CT = 35). This gene encodes a putative GPCR and it is known that GPCR-type 
receptors are important in multiple physiological responses mediated by basophils (ref. 1). 
Therefore, antibody or small molecule therapies designed with the protein encoded for by this 
gene could block or inhibit inflammation or tissue damage due to basophil activation in 
response to asthma, allergies, hypersensitivity reactions, psoriasis, and viral infections. 

15 References: 

1. Heinemann A., Hartnell A., Stubbs V.E,, Murakami K., Soler D., LaRosa G., Askenase 
P.W., Williams T.J., Sabroe I. (2000) Basophil responses to chemokines are regulated by 
both sequential and cooperative receptor signaling. J. Immunol. 165: 7224-7233. 

To investigate human basophil responses to chemokines, we have developed a sensitive assay 
20 that uses flow cytometry to measure leukocyte shape change as a marker of cell 
responsiveness. PBMC were isolated from the blood of volunteers. Basophils were identified 
as a single population of cells that stained positive for IL-3Ralpha (CDwl23) and negative 
for HLA-DR, and their increase in forward scatter (as a result of cell shape change) in 
response to chemokines was measured. Shape change responses of basophils to chemokines 
25 were highly reproducible, with a rank order of potency: monocyte chemoattractant protein 
(MCP) 4 (peak at /= eotaxin-2 = eotaxin-3 >/= eotaxin > MCP-1 = MCP-3 > macrophage- 
inflammatory protein- 1 alpha > RANTES = MCP-2 = IL-8. The CCR4-selective ligand 
macrophage-derived chemokine did not elicit a response at concentrations up to 10 nM. 
Blocking mAbs to CCR2 and CCR3 demonstrated that responses to higher concentrations 
30 (>10 nM) of MCP-1 were mediated by CCR3 rather than CCR2, whereas MCP-4 exhibited a 
biphasic response consistent with sequential activation of CCR3 at lower concentrations and 
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CCR2 at 10 nM MCP-4 and above. In contrast, responses to MCP-3 were blocked only in the 
presence of both mAbs, but not after pretreatment with either anti-CCR2 or anti-CCR3 mAb 
alone. These patterns of receptor usage were different from those seen for eosinophils and 
monocytes. We suggest that cooperation between CCRs might be a mechanism for 
preferential recruitment of basophils, as occurs in tissue hypersensitivity responses in vivo. 

PMID: 11120855 



B.GMAC011647_D/CG55970-04: GPCR 

Expression of gene GMACOl 1647_D was assessed using the primer-probe sets 
Ag5095 and Ag2215, described in Tables BA and BB. Results of the RTQ-PCR runs are 
shown in Tables BC, BD, BE, BF and BG. 



Table BA . Probe Name Ag5095 



Primers 


Sequences 


■ 


■ 

Length 


Start Position^ 


SEQ ID 

NO: 


Forward 

n in<f.-i!»<my<i8wia8>n;»MnmNw< 


5 ' -ttctgctgctgctttatgct-3 • 




20 \ 


103 


210 


Probe 


TET-5 ' -cctgggcaacatcctcatcctcttta-3 


' -TAMRAj 


26 j 


131 


211 


Reverse 


5 ' -gcaagctctgctcttccttt-3 ' 




20 


161 


212 



Table BB . Probe Name Ag2215 



Primers 


Sequences 


Length 


Start Position 


SEQ 
ID 

NO: 


Forward; 


5 ' -tgtctctttgtacctccaatgc-3 ' 


22 


844 


213 


Probe i 


TET-5 ' -cccaattatctattccatcaagactaagga-3 ' -TAMRA 


30 i 


870 


214 


Reverse \ 


5 ' -cttgtgtagtctcctgcgaatc-3 ' 


22 i 


900 


215 



Table BC . General screeningjpanel_vl.5 



Tissue Name 


Rel. Exp.(%) 
Ag509S, Run 
228727262 

.1 II 111 , - ' 


Rel. Exp.(%) ; 
Ag5095, Run 
229384819 \ 


Tissue Name 


Rel. Exp.(%) 
Ag5095,Run 
228727262 


Rel. Exp.(%) 
AgS095, Run 
229384819 

r,„„,-, „.,r, ,., 1,1 


Adipose 


0.1 ' 


0.1 


Renal ca.TK- 10 ' 


0.1 


0.0 


Melanoma* 
Hs688(A).T 


0.0 


0.0 Bladder 


0.4 


0.4 


Melanoma* 


0.0 


0.0 


Gastric ca. (liver 


0.2 


0.2 
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Hs688(B).T 


i 




met.) NCI-N87 




„ — 1 — 


Melanoma* 

M14 


0.2 


0.1 


Gastric ca. 
KATO III 


0.2 


0.3 1 

I 

- 1 


Melanoma* 
LOXIMVI 


2.0 


1.5 


Colon ca. SW- 
948 


0.0 


0.0 


Melanoma* 
SK-MEL-5 












Squamous 
cell 

carcinoma 
SCC-4 


0.0 


0.0 


Colon ca.* 
(SW480 met) 
SW620 


1.6 


1.1 


Testis Pool 


0.2 


0.2 


Colon ca. HT29 


0.0 


0.0 


Prostate ca.* 
(bone met) 
PC-3 


0.0 

— , — i 


0.0 


Colon ca. HCT- 
116 


100.0 


100.0 

n 


M 

Prostate Pool 


0.1 


0.2 

■ 


Colon ca. CaCo- 
2 


0.1 


0.0 


■ 

Placenta 


0.0 


0 1 


i ~^ 

Colon cancer 

tissue 


00 


0 1 


Uterus Pool 


0.2 

, 


0 1 


Colon ca. 
SW1116 


0.0 


0.0 


Ovarian ca. . 
OVCAR-3 1 


0.1 


Colon ca. Colo- 
205 


0.0 


0.0 


Ovarian ca. 
SK-0 V-3 


0.5 

! ; 


0 7 


Colon ca SW-48 

.. . 


00 

- : 


00 


Ovarian ca. 
OVCAR-4 


0.0 


0 0 


Colon Pool 


0 7 


0 5 


Ovarian ca. 
OVCAR-5 


0.0 


0 0 

v/.v 


Small Intestine 
Pool 


0 6 


1 1 


Ovarian ca. 
IGROV-1 


0.0 


0.0 


Stomach Pool 


0.3 


0.3 


Ovarian ca. 
OVCAR-8 


0.0 


0.0 


Bone Marrow 
Pool 


0.3 


0.2 


Ovary 


0.2 


0.3 


Fetal Heart 


0.3 


0.3 


Breast ca. 
MCF-7 


0.0 


0.0 


Heart Pool 


0.2 


0.1 


Breast ca. 

MDA-MB- 

231 

i 


0.0 

, „ 


0.0 


Lynnph Node 
Pool 

: 


0.5 


0.6 


Breast ca. BT 
549 


0.0 


0.0 

■ 


Fetal Skeletal 
Muscle 


0.1 


0.1 


Breast ca. 

T47D 


0.0 


■ 

0.0 i 

: 

. ... ; 


Skeletal Muscle 
Pool 


0.1 


0.0 


Breast ca. 


2.2 


3.0 Spleen Pool 


0.1 


0.1 
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MDA-N 










■■" 


Breast Pool 


0.6 


0.4 


Thymus Pool 


0.3 


0.4 


Trachea 


0.1 


0.2 


CNS cancer 
(glio/astro) U87- 
MG 


0.0 




0.0 


■ 

Lung 


0.3 


0.2 


CNS cancer 

(glio/astro) U- 
118-MG 


0.2 


0.2 


Fetal Lung 


0.4 


0.7 


CNS cancer 
(neuro;met) SK- 
N-AS 


0.0 


0.0 

*. 1 it}* M O. .1 


Lung ca. NCI- 
N417 


0 0 


0 0 


CNS cancer 
(astro) SF-539 


00 


00 


Lung ca. LX- 


16 7 

«,r .■ 


19 5 


CNS cancer 
(astro) SNB-75 


0 0 

...A^ Pi ■ ■■ ■ ■■■afa^-.— 


00 

^ " ^ r- -■ ■ 


Lung ca. NCI- 
H146 


0 1 


0 0 


CNS cancer 

(glio) SNB-19 


00 

v/.v 


0 0 


Lung ca. 
SHP-77 

, ' 


0 3 


0 1 

< 


CNS cancer 

(glio) SF-295 


0 3 


02 


Lung ca. 
A549 


0 1 


0 0 

: 


Brain 

(Amygdala) Pool 


0 0 


0 0 


Lung ca. NCI- 
H526 


0.0 


0.0 


Brain 

(cerebellum) 


0.0 


0.0 


Lung ca. NCI- 
H23 


0.0 


0.0 


Brain (fetal) 


0.1 

e 


0.1 


* 

Lung ca. NCI- 


0.9 


0.0 

<»iiirinmiiCTiTf iiWi'W'tw.f'gATi' frr/* i— — tsLji 


Brain 

(Hippocampus) 
Pool 


0.0 


0.0 


Lung ca. 
HOP-62 

J 


0 0 


i 

0 0 

V/.v/ 

i 


Cerebral Cortex 
Pool 


0 0 


0 0 


Lung ca. NCI- 

H522 


0.0 


0.0 


Brain (Substantia 
nigra) Pool 


0.0 


0.0 


Liver 


0.0 


0.0 


Brain (Thalamus) 
Pool 


0.1 


0.1 


Fetal Liver 


0.0 


0.1 

T- f ^.ime-.'mffl.'aiifa.ff. , y,... , T, . .. - 


Brain (whole) 


0.1 0.1 


Liver ca. 
HepG2 


0.0 


0.0 


Spinal Cord Pool 


0.0 


0.1 


Kidney Pool 


0.4 


0.9 


Adrenal Gland 


0.1 


0.1 




0 7 


0 5 

..,^f,«.,..Ttr....t .... «..; 


Pituitary gland 
Pool 


0.0 


0.1 


Renal ca. 786- 
0 


0.0 


0.0 


Salivary Gland | 


0.0 


0.0 


Renal ca. 
A498 


0.0 


0.0 


\ 

Thyroid (female) j 


0.0 


0.0 
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Renal ca. 
ACHN 


0.0 


0.1 

— - - - ' 


Pancreatic ca. 
CAPAN2 

j »s I 


i — . 

0.0 

> ...-! 


0.0 


Renal ca. UO- 
31 1 


0.0 


0.0 


Pancreas Pool 

■ 


0.5 


0.6 



Table BD. Panel 1 .3D 



Tissue Name 


Rel. Exp.(%) Ag2215, 
Run 165974923 


Tissue Name 


Rel. Exp.(%) Ag2215, 
Run 165974923 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.5 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 
2 


0 0 


Renal ca A498 


0 0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.6 


Th>Toid 


0.0 


Renal ca. ACHN 


j 0.0 


Salivary gland 


0.0 


Renal ca. UO-31 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


i 0.0 


Brain ^fetaH 


1 5 


Liver 


0 0 


Brain (whole) 


0.0 


Liver (fetal) 


1 0.0 

S,„ ™, , „ ,, ,.. ,„,r.„^,. 


Brain (amygdala) 


1.8 


Liver ca. 

(hepatoblast) HepG2 


1 0.0 


Brain (cerebellum) 


A A 
U.U 


Lung 


A A 

0.4 


Brain (hippocampus) 


0.0 

:■ ~.m .mnammmnnur. iimtitmrnnimr <Tiiiirinrr»rti-ii»ri».w. rr.iwrwfM. . . wrr.n-.ntrx 


Lung (fetal) 


0.0 


Brain (substantia nigra): 


0.0 


Lung ca. (small cell) 
LX-1 


38.4 


Brain (thalamus) 


0.5 


Lung ca. (small cell) 
NCI-H69 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 
SHP-77 


1.2 


Spinal cord 


0.0 


Lung ca. (large 
cell)NCI-H460 


0.0 


Glio/astro U87-MG 


0.6 


Lung ca. (non-sm, 
cell) A549 


0.0 


Glio/astro U-118-MG ^ 


0.6 


Lung ca. (non-s.cell) 
NCI-H23 


1.3 


astrocytoma S W 1783 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


Neuro*; met SK-N-AS . 


0.4 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 


astrocytoma SF-539 


0.7 

,.^^^^...^».,»,,.v.v.v,„>.„,„,„.v...,..,.-,,r,,,» ii,.„a^ 


Lung ca. (squam.) 
SW 900 


0.5 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) | 
NCI-H596 1 


0.0 

— « .„ - 



215 



glioma SNB-19 


0.0 




Mammary gland 


0.0 

( 


glioma U251 


0.5 


Breast ca.* (pl.ef) 
MCF-7 


0.0 


glioma SF-295 

•* 


0.5 


Breast ca.* (pl.ei) 

iVlJL//\-IVlD-Z,-5 1 


0.0 




Heart (Fetal) 


0.0 


T47D 


0.0 


rieart 


A 0 


JDreabl Ca. Sj I'DHy 


0 0 


Skeletal muscle (Fetal) 


0.0 


Breast ca. MDA-N 


3.8 


Skeletal muscle 


0.0 


Ovary 


0.0 


Bone marrow 


0.0 


Ovarian ca. 
OVCAR-3 


0.6 


Thymus 


0.6 


Ovarian ca. 
OVCAR-4 


0.0 


Spleen 


0.0 


Ovarian ca. 

OVCAR'5 


0.0 


Lymph node 


0.6 


Ovarian ca. 

OVCAR-8 


0.0 


Colorectal 


l.I 


Ovanan ca. IGROV- 


0.0 


Stomach 


0.0 


Ovarian ca. (ascites) 

OJ\rKJ V - J 


4.0 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


0.0 


Placenta 


0.5 


Colon ca.* SW620 
(SW480met) 


2.5 

ifi n - -ii...aji.....n..,n.n „<r„ , nn trn — n n , ir — c — nr- - t- i 


Prostate 

: 


0.0 


Colon ca. HT29 

. 


0.0 


Prostate ca.* (bone 
met) PC-3 


0.0 

...n rt..ft.rtii«ft«ffft..n..iir'*'-^ Trrr.. iCm nni n tTi rrt , , ■■ inrr.Tn 


Colon ca.HCT-1 16 


100.0 


Testis 


0.9 


Colon ca. CaCo-2 


0.0 1 


Melanoma 
Hs688(A).T 


0.0 


CC Well to Mod Diff i 
(OD03866) 


0.0 1 


Melanoma* (met) 
Hs688(B).T 


0.0 


Colon ca. HCC-2998 ! 


1 

0.0 J 


Melanoma UACC-62 

.■:rv...n.g— ~-— i,n...m;n.inminf;.itns..nT:iTiin!„ffrn"n.ii Tn Ci..r 


0.0 


Gastric ca. (liver met) j 
NCI-N87 1 


0.0 


Melanoma M14 

-,..!8... —ii ■ .ifr; < 


0.5 


Bladder j 


1.7 1 


Melanoma LOX 
IMVI 


7.7 


Trachea 


0.6 


Melanoma* (met) 

SK-MEL-5 


40.9 


Kidney | 


0.0 J 


Adipose 


0.0 



Table BE. Panel 2.2 
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Tissue Name 


Rel. Exp.(%) 
Ag2215, Run 
174285449 

ti.ti -...i.T. iM m.M. - 


Tissue Name 


Rel. Exp.(%) 
Ag2215, Run 
174285449 

T.-rn ,-, , ,r. . i i 


■ 

Normal Colon 


0.4 


Kidney Margin 
(OD04348) 


6.3 


r. « mill 

Colon cancer 
(OD06064) 


0.0 


Kidney malignant 
cancer (OD06204B) 


0.3 


Colon Margin 
(OD06064) 


0.4 


Kidney normal adjacent 
tissue (OD06204E) 


0.0 


Colon cancer 
(OD06159) 


0.0 


Kidney Cancer 
(OD04450-01) 


0.0 


Colon Margin 
(OD06159) 


0.3 


Kidney Margin 
(OD04450-03) 


0.0 


Colon cancer 

(OD06297-04) 


0.0 


Kidney Cancer 

8120613 


0.0 


Colon Margin 
(OD06297-015) 


0.2 


Kidney Margin 
8120614 


0.0 


• < 

CC Gr.2 ascend colon 
(OD03921) 


0.5 


Kidney Cancer 
9010320 


0.8 


...I.,., .. 1 1 1. . ji ■ .i.i.... — — ■ 

CC Marein ('0003921) 


00 


Kidney Margin 
9010321 


0.9 


' -— 

Colon cancer metastasis 
(OD06104) 


0.0 


Kidney Cancer 
8120607 


1.4 


Lung Margin 
(OD06104) 


0.0 

^ 


Kidney Margin 
8120608 


17.0 


Colon mets to lung 
(OD04451-01) 


0.0 


Normal Uterus 


1.9 


Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 06401 1 


6.1 


Normal Prostate 


0.3 


Normal Thyroid 


0.0 


— — 

Prostate Cancer 

(OD04410) 


0 7 

— ^ . 


Thvroid Cancer 


0.0 


Prostate Margin 
(OD04410) 


0.4 

.^.^^^ 


Thyroid Cancer 
A302152 


0.5 


Normal Ovarv 


00 


Thyroid Margin 
A302153 


1.1 


Ovarian cancer 
(OD06283-03) 


0.0 


Normal Breast 


3.1 

.i..a.H..i." 1 rf" ' '"*" *" '■• 


Ovarian Margin 

/rM^A^od c\n\ 
(UDUozoJ-U /j 


1.3 


Breast Cancer 


100.0 


Ovarian Cancer 


0.0 


Breast Cancer 


0.0 


Ovarian cancer 
(OD06145) 


1.4 


Breast Cancer 
(OD04590-01) 


0.0 


Ovarian Margin 


0.6 


Breast Cancer Mets 


0.0 
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(OD06145) 


1 


(0004590-03) 


i : 


Ovanan cancer 
(OD06455-03) 


0.6 


Breast Cancer 
Metastasis 


0.5 


Ovarian Margin 
(OD06455-07) 


1.3 


■■ Breast Cancer 


0.6 


Normal Lung 


0.4 


Breast Cancer 9100266 


■ 

0.0 


Invasive poor diff. lung 
adeno(ODO4945-01 


2.2 

• 


Breast Margin 9100265 


04 


Lung Margin 
(ODO4945-03) 


0.6 

: 


Breast Cancer A209073 


0 0 


Lung Malignant Cancer 
(OD03126) 


00 


Breast Margin 
A2090734 


■; i;.^*a-«tJ'.>J:a>-aw«T.'7i .t.. -7, -r j ^■■■■■■■■ir , n~^Hlva»m,^lA 

0 0 


Lung Margin 
(OD03126) 


04 


Breast cancer 
(OD06083) 


1 6 


Lung Cancer 

(OD05014A) 


0.4 


Breast cancer node 

metastasis (OD06083) 


0.5 


Lung Margin 
(OD05014B) 


0.2 


Normal Liver 

i i 1 ^..■.^.<l„, 1 .■..■■] 


0.8 


Lung cancer (OD0608 1) 


0.0 


Liver Cancer 1026 


0.0 


Lung Margin 
(OD06081) 


00 




M- ....rrT.rT.-T^r-riViBTrrritrm.im. i.ff.Tri iT.frT, rrTa....-..n.T n,mmi] 


Lung Cancer 
(OD04237-01) 


0 0 


- ' : 




Lung Margin 

(OD04237-02) 


■ 

0 9 




« <.i.iitiiir ■ ■■..i.ri 


Ocular Mel Met to Liver; 
(ODO4310) 


0.0 


i 

Liver Cancer 6005-T 


■ '■■■■» — ■■- ■'■<«! 

0.0 


Liver Margin 
(ODO4310) 

■ t t .1 ^ 


0.4 


Liver Tissue 6005-N 


0.0 


Melanoma Metastasis 


0.0 


Liver Cancer 


0.3 


Lung Margin 
(OD04321) 


0.0 


Normal Bladder 


0.7 


Normal Kidney 


0.9 


Bladder Cancer 


0.0 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


2 9 






Kidney Margin 
(OD04338) 


0 5 




1 .u 


Kidney Ca Nuclear 
grade 1/2 (OD04339) 


1 7 

1 


Gastric Cancer 
9060397 


1 4 


Kidney Margin 

(OD04339) 

______ — Si. 


0.0 1' 


Stomach Margin 
9060396 


0.0 


Kidney Ca, Clear cell 
type (OD04340) 


0-0 j! 


Gastric Cancer 

9060395 


2.5 


Kidney Margin 

.u .t.v.,-.i,iv.;,i,ii.i.i,i.<i,,.i,....f ^.....^^i^— r-«,, .«..„.<,<;?.<■ 


0.5 |: 


Stomach Margin 


0.0 



218 



(OD04340) 




9060394 




Kidney Ca, Nuclear 
grade 3 (OD04348) 


0.4 


Gastric Cancer 064005 


0.0 

\ 



Table BF. Panel 4. ID 



Tissue Name 


KCi. lLXp.(^ /o) 

Ag5095, Run 
225001774 


Tissue Name 


KeL Exp,(%) 
Ag5095, Run 
225001774 


Secondaxy Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


aeconaary i nz act 


u.u 


UTT\7Cr^ TT7XT 

FLU Vbu irJN gamma 


u.y 


Secondary Trl act 


0.2 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Thz rest 


0.0 


HUVEC IL-11 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 

none 


06 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0 0 


Primary Th2 act 


0.3 


Microvascular Dermal EC 
none 

•• f- .,- . T .Ti1i.niiri.ti r....a-,.T..i.ii.TmTr-~?w- vaasa 


0 0 


Primary Trl act 


00 

= ^ — 


Microsvasular Dermal EC 

TNFalpha + IL-lbeta 


00 


Primary Thl rest 


0.7 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.5 


Small airway epithelium 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act \ 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.8 

- *■■> 1 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.4 

* 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.8 


Secondary CDS 
lymphocyte rest 


0.2 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 

lymphocyte act 

" — — 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0.0 


KU-8 12 (Basophil) 

PMA/ionomycin 


0.8 


2ryThl/Th2/Trl anti- 
CD95 CHll 


1.0 


CCDl 106 (Keratinocytes) 
none 


■ ' -- - - ... 

0.0 


LAK cells rest 


'•■ - 

0.3 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 
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"""" " — • 

LAJv cells IL-z 


j l.z 


(Liver cirrhosis 


A A 

0.0 




LAK cells IL<2+IL-12 


j 0.6 


NCI-H292 none 


0.4 




LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 IL-4 

^ 1 l.l..A..,i.,Mt...t.lt.-e (i< t ,,1 i.,,.i.,f — „...i.t.,>ir ■ 


0.0 




LAK cells IL-Zt- IL-lo 


< «<»..i«rit amniii^.Mii ,1 .r-i...- <>— ■«imiiwf.>..*m 

U.z 


IxT/^T UrOA'^ TT A 

jJNLl-Hzyz IL-v 


4 .■.ill.'..! .l.ll a- >f ■< n ■ m 

A A 

0.0 




LAK cells 

r MA/ lonomycm 


0.0 


NCI-H292 IL-13 


0.0 




NK Cells lL-2 rest 


0,6 


|NCI-H292 IFN gamma 


0.0 




Two Way MLR 3 day 


1.8 

^^-.^,■^>^^■-■^J^^-■.■»:^x^>.y■^^y..^■/■-...;■^y.v...>■ ,. ., >^v-.....-.....v, A.-,.,-.f.v..-,..^ 


IhPAEC none 


0.0 




Two Way MLR 5 day 

r-n~^~>,.M«t.»rm' .TWfiY-;--»rYriTntiiminirniiniiiirwir«iCT.Ttffi(nmTO"~->i^ 


1.1 


HPAEC TNF alpha + IL-1 
beta 


• 

0.0 




Two Way MLR 7 day 


0.0 


Lung fibroblast none 


0.0 




PBMC rest 

^.^■^ ,^^^„ , — — v.^ ^ „ „ ^ rrrnnTrriTirr 


0.8 


Lung fibroblast TNF alpha 
+ IL-1 beta 


iinniiiiiiimnw> mmin ninrnKiMiiiiMiiMi iiwYimmjiwriauiiMiiiriiiniiMrmiw 

0.8 




roMC r WM 


0.0 


T 11 ^ TT A 

Lung fibroblast IL-4 


0.4 




PBMC PHA-L 


0.0 

iimiin iimimiii )iniiniiiriif«miin'"iif i n iiiiiiiiiirmfmYfuimMr 


Lung fibroblast IL-9 


0.0 




Ramos (B cell) none 


17.0 


Lung fibroblast IL- 1 3 


1.2 




Ramos (B cell) 
ionomycin 




Lung fibroblast IFN 
gamma 






B lvmnhocvte<% PWM 


0 3 


Dermal fibroblast 
CCD 1070 rest 


U.V 




B lymphocytes CD40L 


0 7 


Dermal fibroblast 


0 0 




and IL-4 


CCD1070 TNF alpha 


;:> 


EOL-l dbcAMP 


0.0 


Dermal fibroblast 
CCD1070 IL-1 beta 


0.0 




EOL-1 dbcAMP 


0.0 


Dermal fibroblast IFN 


1.4 




PMA/ionomycm 


gamma 




Dendntic cells none 


0.0 


Dermal fibroblast IL-4 

^t.l!K:v.y.ir^AI>/.VMvr^^—fr~~^ ^n^,i,r,-r.^-^:,v^„,...,-m,^, ,., J 


0.0 


Ms 


Dendntic cells LPS 


0.3 


Dermal Fibroblasts rest 


0.0 




Dendntic cells anti- 
rD40 


0.0 


Neutrophils TNFa+LPS 


0.0 




iyy.\j\.i\j\jj\\j^ i&oL 




iNcuiropniis rest 


z.U 1 




Monocytes LPS 


0 8 




1 .u 




Macrophages rest f 

r.Jl .-,.r..nCT„ — „a ; .v., ..■.ijU-^-.^-iH.^:^;...!^ 


1.4 


Lung 


4.6 




Macrophages LPS j 


0.0 


Thymus j 


9.4 




HUVEC none 


0.2 1 


Kidney j 


100.0 




HUVEC starved j 


0.4 1 







Table BG. Panel 4D 





ReL Exp.(%) 




Rel. Exp.(%) 1 


Tissue Name 


Ag2215, Run 


Tissue Name 


! Ag2215, Run | 




163633530 

■rn—MT mtr tir i nii 




163633530 i 
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occonaary ini act 


1 


0.0 


JblU V bC IL- 1 beta 


1 0,0 




occonaary i nz aci 


j 


0.0 


HUViiC IrN gamma 


0.0 




Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.0 




Secondary Thl rest 


1 0.0 

i - ■ - - .. -- - - 


HUVEC TNF alpha + IL4 


1 0.0 




Secondary Th2 rest 




0.0 


HUVEC IL- 11 


1 0.0 




Secondary Trl rest 


1.4 


Lung Microvascular EC 
none 


0 0 




Primary Thl act 


0.0 

- - 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0 6 




Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0 0 




Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


00 




Primary Thl rest 


1.7 


Bronchial epithelium 
TNFalpha + ILlbeta 


0 0 

v.v/ 




Primary Th2 rest 


0.9 


Small airway epithehum 
none 


0 0 




Primary Trl rest 




0.4 


Small airway epithelium 
TNFalpha + IL-lbeta 




" — 1p 


CD45RA CD4 
lymphocyte act 




0.4 


Coronery artery SMC rest 


0.0 




CD45RO CD4 
lymphocyte act | 


0.0 


Coronery artery SMC 
TNFalpha -1- IL-lbeta 


0.0 




CDS lymphocj^e act 




0.0 


Astrocytes rest 


0.0 




Secondary CD8 
lymphocyte rest 


0.0 


■ 

Astrocytes TNFalpha + 
IL-lbeta 

h.fm..fm7,.7.-.:;Tnrinan sws — -ri — -j 


0 0 


LLii 


Secondary CDS 

lymphocyte act 


0.0 


KU-812 ("Basonhin re<5t 


0 0 




CD4 lymohocyte none 

. . . \ 


0.0 


KU-812 (Basophil) 
PMA/ionomycin 


2 7 




2ry Thl/Th2/Trl_anti- 
CD95 CHI 1 


0.0 


CCD 1 106 (Keratinocytes) 
none 


0.0 




LAK cells rest 




24 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 




LAK cells IL-2 


3.1 


Liver cirrhosis j 


3.1 




LAK cells IL-2+IL-12 


0.0 


Lupus kidney j 


1.3 




LAK cells IL-2+IFN 

^alUIIld 


1.7 

1 


NCI-H292 none 


1.7 




LAK cells IL-2+IL- 18 j 


0.0 


NCI-H292 IL-4 


0.0 


■ 


LAK cells 1 

PMA/ionomycin j 


0.0 


NCI-H292 IL-9 


1.6 




NK Cells IL-2 rest | 


0.0 ] 


NCI-H292 IL-13 

,™ .,™ 


0.6 
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i WO w ay iViLiv j aay 


? 

j 2.7 


|NCI-H292 IFN gamma 


1 1 
1.1 


Two Way MLR 5 day 


j 0.0 IhPAEC none 


0.0 


Two Way MLR 7 day 


1.4 


HPAEC TNF alpha + IL-1 
beta 


0.0 

■ 


PBMCrest 


0.7 


Lung fibroblast none 


J 1 1 r ti ■■ , 

1 A 


PBMC PWM 


0.6 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 


PBMC PHA-L 


0.0 

„ . _ _ 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none j 30.6 


Lung fibroblast IL-9 


0.0 


ionomycin 


100.0 


Lung fibroblast IL-1 3 


0.0 


B lymphocytes PWM 


0.5 


Lung fibroblast IFN 
gamma 


00 


B lymphocytes CD40L 
andIL-4 


1.0 


Dermal fibroblast 

CCD 1070 rest 


0 0 


EOL-l dbcAMP 


0.0 


Dermal fibroblast 
CCD1070 TNF alpha 


06 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


0.0 


Dendritic cells none 

.... . . 


0.7 1 


Dermal fibroblast IFN 
gamma 


0.0 


1 

Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


1.3 


Dendritic cells anti- 

:CD40 


0.0 


IBD Colitis 2 


2.5 


Monocytes rest 0.0 


IBD Crohn's 


0 0 
v.v 


Monocytes LPS 


0.0 


Colon 


0 8 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


19.6 


HUVEC none 


0.0 


Kidney 


10.7 


HUVEC starved 


0.0 


,„ I 


^ 



CNS_neurodegeneration_vl.O Summary: Ag5095 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



General_screeningjpanel_vl,5 Summary: Ag5095 Results from two experiments using 
the same probe/primer set are in good agreement. The expression of this gene appears to be 
highest in a samples derived from a colon cancer cell line (HCT 116). In addition there 
appears to be expression in a lung cancer cell line (LX-1) and a melanoma cell line (SK-Mel- 
5). Thus, the expression of this gene could be used to distinguish samples derived from these 
cell lines when compared to the other samples in the panel. Moreover, therapeutic modulation 
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of this gene product, through the use of antibodies, small molecule drugs or protein 
therapeutics might be of benefit in the treatment of colon cancer, lung cancer or melanoma. 

Among tissues with metabolic activity, this gene is expressed at low levels in 
pancreas and fetal heart. Therefore, the GPCR encoded by this gene may play a role in 
cardiovascular diseases and/or metabolic diseases, such as diabetes and obesity. Low 
expression is also seen in a number of other normal tissues including thymus, lymph node, 
bone marrow, small intestine, stomach, colon, bladder, lung, breast, and ovary (CTs = 31-35), 

Panel 1.3D Summary: Ag2215 Low but significant expression of this gene is seen in a 
colon cancer cell line, a lung cancer cell line and two melanoma cell lines. Thus, the 
expression of this gene could be used to distinguish samples derived from these cell lines 
when compared to the other samples in the panel. Moreover, therapeutic modulation of this 
gene product, through the use of antibodies, small molecule drugs or protein therapeutics 
might be of benefit in the treatment of colon cancer, lung cancer or melanoma. These results 
are consistent with what is observed in General_screening_panel_vL5, 

Panel 2.2 Summary: Ag2215 The expression of this gene appears to be highest in a sample 
derived from a breast cancer specimen (CT = 30). Thus, the expression of this gene could be 
used to distinguish this malignant breast specimen from the other samples in the panel. In 
addition, there is low but substantial expression in two samples of normal kidney tissue 
adjacent to malignant kidney tissue. This latter observation is of note as there is no expression 
in the malignant kidney tissue itself. Moreover, therapeutic modulation of this gene product, 
through the use of antibodies, small molecule drugs or protein therapeutics might be of 
benefit in the treatment of breast cancer or kidney cancer. 

Panel 4,1D Summary: Ag5095 Expression of this gene is highest in kidney (CT = 30). 
Therefore, the putative GPCR encoded for by this gene could allow cells within the kidney to 
respond to specific microenvironmental signals. Thus, antibody or small molecule therapies 
designed with the protein encoded for by this gene could modulate kidney function and be 
important in the treatment of inflammatory or autoimmune diseases that affect the kidney, 
including lupus and glomerulonephritis. 

In addition, this gene is expressed at low levels in Ramos B cells (CT = 33), 

consistent with what is observed in Panel 4D. Expression of this transcript in B cells 
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suggests that this gene may be involved in rheumatic disease including rheumatoid arthritis, 
lupus, osteoarthritis, and hj^erproliferative B cell disorders. 



Panel 4D Summary: Ag2215 Expression of this gene is highest in Ramos B cells treated 
with ionomycin (CT = 31). Therefore, expression of this gene could be used to distinguish B 
cells from the other samples on this panel. In addition, expression of this transcript in B cells 
suggests that this gene may be involved in rheumatic diseases including rheumatoid arthritis, 
lupus, osteoarthritis, and hyperproliferative B cell disorders. 

C GMAC011654__A/CG143977-01: GPCR 

Expression of gene GMACOl 1654_A (also known as CG143977-01) was assessed 
using the primer-probe set Ag2206, described in Table CA. Results of the RTQ-PCR runs are 
shown in Tables CB, CC, and CD. 



Table CA . Probe Name Ag2206 



Primers 


! 

Sequences 


, ^ 

Length 


Start Position 


i SEQ ID 

1 NO: 


Forward: 


5 ' -ctttctgaaatctggccagttt-3 ' 


1 22 i 


463 


216 


Probe 


TET-5 • -tgccacttttcagcttactttctgca-3 ' -TAMRA^ 


26 i 


486 


217 


Reverse 

waf lOTifmniu.mOTiiiiifrt «»«< 


5 ' -caattgtcctcggtcacaataa-3 ' 


22 \ 


534 \ 
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Table CB. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) Ag2206, 
Run 166003995 


Tissue Name 


Rel. Exp.(%) Ag2206, 
Run 166003995 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 
2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


75.8 


Renal ca. UO-31 


0.0 


Pituitary gland 


26.4 


Renal ca. TK- 10 


26.8 


Brain (fetal) 


97.9 


Liver 


0.0 


Brain (whole) 


43.8 


Liver (fetal) 


0.0 


Brain (amygdala) 


62.9 


Liver ca. 


13.4 
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, , , 








|Brain (cerebellum) 


18.8 


jLung 


0.0 


Bram (hippocampus) 


1 O 1 

18.3 


Lung (letal) 


0.0 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 

T "XT' 1 

LX-1 


8.8 


Brain (thalamus) 


14.7 


Lung ca. (small cell) 
NCI-H69 


12.2 


Cerebral Cortex 


17.2 


Lung ca. (s.cell var.) 
SHP-77 


0.0 


Spinal cord 


43.2 


Lung ca. (large 
cell)NCI-H460 


0.0 


glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 
cell) A549 


0.0 


glio/astroU-118-MG 


25.7 


Lung ca. (non-s.cell) 
NCI-H23 


100.0 


astrocytoma SW 1 783 

—as -t-TT-t.-t if-m ■n-TTrffn iTumTiTt .rr^iiriT! i" m 


0.0 


Lung ca. (non-s.cell) 
HOP-62 

>.t.«ama =1:^ ^. .-..c "....;;^.;^,.r; = 1 


0.0 

- 


Neuro*; met SK-N-AS ; 


0.0 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW 900 


0.0 


astrocytoma SNB-75 

: 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 


glioma SNB- 19 


28.1 


Mammary gland | 


21.2 


glioma U251 


"1 

0.0 


— ^ 

Breast ca.* (pl.ef) ! 

MCF-7 1 


32.8 


glioma SF-295 

. . . . , 


0.0 


Breast ca.* (pl.ef) 

AyfFi A \yfR 0^ 1 
iViJJA-lViJD-Z J 1 


16.8 j 


Heart (Fetal) 


0.0 


r>reasi ca, ^pi. ei^ 
T47D 


^ 

0.0 


XTeari 


u.u 


rsreasi ca. r> i 




Skeletal muscle (Fetal) ; 


0.0 


Breast ca. MDA-N 

. — 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 


Bone marrow 


0.0 


Ovarian ca. 
OVCAR-3 


0.0 


Thymus 


0.0 


Ovarian ca. 
OVCAR-4 


0.0 


Spleen 


0.0 


Ovarian ca. 
OVCAR-5 


0.0 


Lymph node 


0.0 


Ovarian ca. 
OVCAR-8 


0.0 


Colorectal 


0.0 


Ovarian ca. IGROV- 

1 


15.4 
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Stomach 


0.0 


Ovarian ca. (ascites) 
SK-OV-3 


0.0 


Small intestine 


0.0 


Uterus 


20.3 


Colon ca, SW480 


12.4 


Placenta 


0.0 


Colon ca.* SW620 
(SW480 met) 


15.8 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met) PC-3 


0.0 


Colon ca.HCT-1 16 


0.0 


Testis 


31.9 


Colon ca, CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 


CC Well to Mod Diff \ 

|(OD03866) 


0.0 


Melanoma* (met) 
Hs688(B)T 


0.0 


Colon ca. HCC-2998 ; 

' l-'ll l-..-,Y....V.r..».^K,».Y.„i,.M ...-f, |-„ , V„ , ,-,|„,-.-Tr „f. 


0.0 


Melanoma UACC-62 


0.0 


Gastric ca. (liver met) i 
NCI-N87 


0 0 


iVJLdallUilla IVllt 

1 


v.U 


Bladder 


3.7 


Melanoma LOX 
IMVI 


8.2 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


38.2 


Adipose 


0.0 



Table CC. Panel 2D 



{ Rel. Exp-(%) 
Tissue Name ] Ag2206, Run 

] 164025884 


Tissue Name 


Rel. Exp.(%) 
Ag2206, Run 
164025884 


Normal Colon ^ 6.2 

I 


Kidney Margin 
8120608 


, , 

3.6 


CC Well to Mod Diff 
(OD03866) 

III , -11, iT ii - f -1 T f 


i 

0.0 


Kidney Cancer 
8120613 


0.0 


CC Margin (OD03866) 


6.9 


Kidney Margin 
8120614 


10.5 


CC Gr.2 rectosigmoid 
(OD03868) 


5.1 


— , 

Kidney Cancer 

9010320 


1.9 


CC Margin (OD03868) j 0.0 


Kidney Margin 
9010321 


18.9 


CC Mod Diff j 
(ODO3920) 


1.8 


Normal Uterus 


2.0 


CC Margin (ODO3920) i 6.7 

i 


■ ' ' 

Uterine Cancer 
064011 


is. A.-<M...t-.— .—- i— : 

31.4 


CC Gr.2 ascend colon | 
(OD03921) 1 


Normal Thyroid 


9.8 


CC Margin (OD03921) i 6.1 


Thyroid Cancer 


7.0 1 
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CCfrom Partial 
Hepatectomy (ODO4309) 
Mets 


: 6.4 

, .1,.... — a— ~g fi 1 - 


jThyroid Cancer 
A302152 


0.0 

-. iiti 1 ; 


Liver Margin 
(ODO4309) 


4.0 


jlhyroid Margin 
jA302153 


19.6 

™ 


Colon mets to lung j _^ 
(OD04451-01) , 


iNormal Breast 


29.7 


Lung Margin (OD0445 1-1 
02) ! 


Breast Cancer 


3.7 

- • ' 


Normal Prostate 6546-1 ; 24.8 




Breast Cancer 

(OD04590-01) 


2.6 


Prostate Cancer 
(OD04410) 


1.8 


Breast Cancer Mets 
(OD04590-03) 


11.9 


Prostate Margin 
(OD04410) 


5.0 


Breast Cancer 
Metastasis 

■ ' ^ 


100.0 

■ - ■ - -r- ' 


Prostate Cancer ] . ^ ^ 

(OD04720-01) 1 


Breast Cancer 


20.6 


Prostate Margin : . 
(OD04720-02) 1 


Breast Cancer 


57.4 

* — -•>■—- 


i 

Normal Lung j 14.3 


Breast Cancer 
9100266 


2 6 


Lung Met to Muscle , „^ 
(OIX)4286) i 


Breast Margin 
9100265 


0.0 


Muscle Margin 1 _ _ 
(OD04286) 1 


Breast Cancer 
A209073 


6.2 

' 


Lung Malignant Cancer i - » 
(OD03126) i 


Breast Margin 
A2090734 


6.8 


Lung Margin (OD03 1 26) j 9.2 iNormal Liver 


10 9 


Lung Cancer (OD04404) 1 0.0 1 


Liver Cancer 

« — 


2.0 


Lung Margin (OD04404) j 0.0 | 


Liver Cancer 1025 


0.0 


Lung Cancer (OD04565) ! 0.0 | 

- ^^^^ - * ' - ' " - ^ j^. >. _ ■ _ ■ ^ ' " " " " V .tt.M^ 


Liver Cancer 1026 


0.0 


Lung Margin (OD04565) 1 3.8 i 


Liver Cancer 6004-T 


1.6 


Lung Cancer (OD0423 7- i j 

01) i 1 


Liver Tissue 6004-N 


4,0 


Lung Margin (OD04237- \ ^ „ j 

02) : 1 


Liver Cancer 6005-T 


0 0 


Ocular Mel Met to Liver 1 ^ ^ 
(ODO4310) j 1 


Liver Tissue 6005-N 


0.0 


Liver Margin ! ^ ^ | 
(ODO4310) i 1 


Normal Bladder 

i 


22.4 

■ 

i 


Melanoma Metastasis . 6.4 


Bladder Cancer 


6.1 1 


Lung Margin (OD04321) ' 0.0 | 

1 0 1 M 4 


Bladder Cancer 


7.5 


Normal Kidney ; 50.0 


Bladder Cancer 
(OD047 18-01) 


0.0 j 

• . , , 1 
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Kidney Ca, Nuclear I 
grade 2 (OD04338) ' 

t 


iBIadder Normal 
Adjacent (OD04718- 
03) 


11.7 


Kidney Margin ; .^^ 
(OD04338) : 

~ ^ IT, .. T..r — T i',, itt m n.ifin.i .ii..!. 


Normal Ovarv 


0 0 

" ^ ^ - "-^-^ »v -^w v> ^ 


Kidney Ca Nuclear grade ; „ „ 
1/2 (OD04339) i 


iOvarian Cancer 

1 

P , , 


13 5 


Kidney Margin j „ . 
(OD04339) I 


Ovarian Cancer 
(OD04768-07) 


1 7 


Kidney Ca, Clear cell 
type (OD04340) 


23.8 


Ovary Margin 
(OD04768-08) 


— — — — — f 1 .i 

0 0 


Kidney Margin 
(OD04340) 


17.7 


Normal Stomach 


2 0 


Kidney Ca, Nuclear ! ^ „ 
grade 3 (OD04348) j 

q J 


Gastric Cancer 

9060358 


1 8 

■ »f >.i d m.mm. ft, ...1 


Kidney Margin j 
(OD04348) 


Stomach Margin 

9060359 


1 8 


Kidney Cancer \ 
(OD04622-01) i 


Gastric Cancer 
9060395 


0 R 

V/.O 


Kidney Margin 1 
(OD04622-03) \ 


Stomach Margin 
9060394 


0 0 


Kidney Cancer 1 ^ ^ 
(OD04450-01) 1 


Gastric Cancer 
9060397 


0 0 


Kidney Margin ' 
(OD04450-03) ; 


Stomach Margin 
9060396 

" — 


0.0 


: 

Kidney Cancer 8120607 j 2.1 


Gastric Cancer 
064005 


12.2 



Table CD. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Ag2206, Run 
161905859 


Tissue Name 


Rel. Exp.(%) 
Ag2206, Run 
161905859 


Secondary Thl act 


i 0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


i 1-1 


HUVEC IFN gamma 


0.0 


Secondary Trl act j 0,0 

<V i- -/.I-. f: . .-.<-y * .• v."-— '--'^-^ ^ ;^ ^ ^Y.Vf-Jr^ - - - '-^ 


HUVEC TNF alpha + IFN 

gamma 


0.0 


Secondary Thl rest j 0.0 


HUVEC TNF alpha + IL4 j 


0.0 


Secondary Th2 rest I 0.0 


HUVECIL-11 


1.3 


1 

Secondary Trl rest j 0.0 

1 


Lung Microvascular EC 
none 


4.6 


Primary Thl act ] 

i 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act j 


0.0 


Microvascular Dermal EC 

»ii iiilrir n.rririiir ml ..iigm ajl....jM..lUi. ( wi, w r . (i n . . i r.r.r 


0.0 
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none 




Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 1 


Primary Thl rest 

- -- -- 


2.4 


Bronchial epithelium 

TTtTT"" 1 1 1 TT It i 

TNFalpha + ILlbeta 


21.6 

....It «■ ; 


Primary Th2 rest 


0.9 


Small airway epithelium 
none 


5.5 


Primary Trl rest 


1.5 


Small airway epithehum 
TNFalpha + IL-lbeta 


19.3 


CD45RA CD4 
lymphocyte act 


0.0 


Coroneiy artery SMC rest 


0.0 


CD45ROCD4 

lymphocyte act 


0.0 

— ' ' ' 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


4.7 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 

ntrm gi.Tr..Tr,fi-!T. m ~tra .ira.-ffsg..n,.-B-:a»— — nrnt .trtstar, 


7.7 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


15.7 

. . 


CD4 lymphocyte none 


0.0 


KU-8 12 (Basophil) 
PMA/ionomycm 


33.4 


2ry Thl/Th2/Trl_anti- 
UDyjCxlil 


0.0 


CCD 1 106 (Keratmocytes) 
none 


4.2 


LAK cells rest 


1.1 


CCDl 106 (Keratinocytes) 
1 iN r aipna + IL- 1 oeta 


0.0 


LAJv cells IL-z 




Liver cirrnosis 

: i.,i,,.M » .0 


/.J 


LAK cells IL-2+IL- 12 j 


l.I 


Lupus kidney 


1.1 

— —■■4.......... - ■ 


LAK cells IL-2+IFN 
gamma 


0.5 


NCI-H292 none 


7.4 


1 KIT aaIIo TT 0_L. TT 1 C 

LAK cells iLrJrr IL- 1 o 


l.U 


XT/^T UOQO TT A 

iNv^i-iizyz lL-4 


/.u 


LAK cells 

PMA/ionomycin 


0.0 


NCI-H292 IL-9 


4.8 


JNK Cells lL-2 rest 






z,y 


Iwo Way MLK 5 day 


u.u 


JNi^i-Jtizyz iriN gamma 


Z. / 

TTgii-.i...i '!iiii..f; .I....'!.. r.«.i.| 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha + lL-1 
beta 


0.0 


roMU rest 

...n t.i. — - - .i 


U.U 


Lung iiDroDiast none 




PBMC PWM 


0.0 


Lung fibroblast TNF alpha 

4- TT -1 hf='tfl 


0.0 


PBMC PHA-L 


1.1 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.7 


Lung fibroblast IL-9 


0.9 


Ramos (B cell) 
ionomycin 


3.8 


Lung fibroblast IL- 1 3 


0.0 



229 



B lymphocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 
and IL-4 


0.0 


Dermal fibroblast 
CCD 1070 rest 


0.0 


EOL-1 dbcAMP 


97.9 


Dermal fibroblast 
CCD 1070 TNF alpha 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


100.0 


Dermal fibroblast 

CCD 1070 IL-1 beta 


0.0 


Dendritic cells none 


3.4 


Dermal fibroblast IFN 

gamma 


0.0 


Jjendntic cells Lro 


U.U 


Dermal fibroblast IL-4 


0.0 

1.-. ./ft. .iir.ii . .HI •niMfiSoei,^t <» as 1 li. II/; 1. 1 it.ufi r. f.a.a 


Dendritic cells anti- 
CD40 


1.4 


IBD Colitis 2 

• 


0.4 




- - ■* ■* ™ — ■ M,r-..Ba .m.n m.ri. 


1 0 


IBD Crohn's 1 0.8 


Monocvtes LPS 


23 


Colon 


0.0 


Macrophages rest 


0.0 


Lung ■ 


0.0 


Macrophages LPS 


0.0 


Thymus j 


20.2 


HUVEC none 


1.0 


Kidney J 


2.9 


HUVEC starved 


3.4 







CNS neurodegeneration vl.O Summary: Ag2206 Data from one experiment using this 
probe/primer set was not included because the amp plot indicates that there was a problem 
with one of the wells (data not shown). 



Panel 1.3D Summary: Ag2206 Expression of the GMAC011654_A gene is highest in a 
sample derived from a lung cancer cell line (NCI-H23) (CT = 34.4). In addition, there is low 
but substantial expression of this gene in samples derived from fetal brain and salivary gland. 
Apparent expression seen in other samples is below the threshold for reliable evaluation. 
Thus, the expression of this gene could be used to distinguish samples derived from fetal 
brain, salivary gland and NCI-H23 cells when compared to the other samples in the panel. 
Moreover, therapeutic modulation of this gene product, through the use of antibodies, small 
molecule drugs or protein therapeutics might be of benefit in the treatment of lung cancer or 
diseases of the central nervous system. 

Panel 2D Summary: Ag2206 Expression of the GMAC011654_A gene is highest in a 
sample derived from a breast cancer metastasis (CT = 32.3). Thus, the expression of this gene 
could be used to distinguish the breast cancer metastasis sample from the other samples in the 
panel. In addition, there is substantial expression in two more samples derived from breast 
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cancer, as well as in normal breast tissue, a uterine cancer and a prostate cancer. Of note is 
the observation that in 5 of 9 instances there was substantial expression of this gene in the 
normal kidney tissue adjacent to malignant kidney. Therefore, the expression of this gene 
could also be used to distinguish between normal and malignant kidney. Moreover, 
5 therapeutic modulation of this gene product, through the use of antibodies, small molecule 
drugs or protein therapeutics might be of benefit in the treatment of breast cancer, uterine 
cancer, prostate cancer or kidney cancer. 

Panel 4D Summary: Ag2206 Expression of the GMAC011654_A gene is detected at the 
highest levels in resting and activated EOL-1 eosinophil cells (CT = 31). Lower levels of 

10 expression are also found in TNFalpha + IL-lbeta stimulated small airway epithelium, 
TNFalpha 4- IL-lbeta stimulated bronchial epithelium, KU-812 basophil cells stimulated with 
PMA/ionomycin and normal thymus. Owing to the importance of eosinophils and basophils 
in lung pathology and to the detection of this transcript in lung epithelial tissues, antibody or 
small molecule therapies designed with the protein encoded for by this gene could block or 

15 inhibit inflammation or tissue damage due to lung conditions including asthma, allergies, 
hypersensitivity reactions, and viral infections. 

Panel CNS_1 Summary: Ag2206 Expression of this gene is low/undetectable (CTs > 34.5) 
across all of the samples on this panel (data not shown). 

20 D- GMAC004977_A/CG50193-02, GMAC011904_A, and SC120295344_A: 
GPCR 

Expression of gene GMAC004977_A (also known as CG50193-02) and variants 
GMACOl 1904_A and SC120295344_A was assessed using the primer-probe sets Ag2201, 
Ag2433, Ag2479 and Ag2537, described in Tables DA, DB, DC and DD, Results of the 
25 RTQ-PCR runs are shown in Tables DE, DF, DG, DH and DL 



Table DA . Probe Name Ag2201 



Primers 

1.^^^-^ , ft . 1 


Sequences 


Length 


1 Start 
Position 


SEQ ID 
NO: 


Forward 


5 • -ggcagaagaatcagacctctct-3 * 


22 1 


96 


219 


Probe 


TET-5 ' -acttcatccttgaggggctcttcgat-3 ' - 
TAMRA 


26 


123 


220 



231 



Reverse 



5 ' -gagaaaaggaaaaggtgggtaa-3 ' 



22 



156 



22LJ 



Table DB . Probe Name Ag2433 



Primers 


Sequences 


Length 


Start 
Position 


SEQID 

NO: 


Forward 


5 ' -ctcatctgggagcaagagaa-3 ' 


20 


775 


222 


Probe 


TET-5 ' -acttgtggctcccacctcacggt-3 ' - 
TAMRA 

^ 


23 


806 


223 


Reverse 


5 ' -aggcaccaaaccaaagaga-3 * 


19 


833 


224 



Table DC . Probe Name Ag2479 





Primers 


Sequences 


Length 

■ m J 


1 Start 
1 Position 


SEQID 
NO: 

i 


Forward 


— — ■ — — ■ — - .. — , 

5 ' -gaggagaatgctgctgatgtac-3 ' 


22 


688 


225 1 


Probe 


TET-5 ' -tggtctcatacacagtgatgtcgcca-3 ' - 
TAMRA 


26 


658 


226 


Reverse 


5 ' -ccagctgttgtgaagttggtat-3 ' 


22 j 


1 635 
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Table DD. Probe Name Ag2537 


Primers: 


Sequences 


Length 


Start 

Position 


SEQID 
NO: 


Forward, 


5 ' -gaggagaatgctgctgatgtac-3 * 


22 1 


688 


228 

X K C 


Probe 


TET-5 ' -tggtctcatacacagtgatgtcgcca-3 ' - 
TAMRA 


26 


658 


229 


Reverse 


5 ' -ccagctgttgtgaagttggtat-3 ' 


22 


635 
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Table DE . CNS neurodegeneration^vl.O 



Tissue Name 


ReK Exp.(%) 
Ag2201, Run 
207927803 


Rel. Exp.(%) 
Ag2433, Run 
228396997 


Rel. Exp.(%) 
Ag2479, Run 
208776912 


Rel. Exp.(%) 
Ag2537, Run 
208124100 


AD 1 Hippo 


0.0 


5.4 


1.8 


1.6 


AD 2 Hippo 


8.2 


5.9 


8.0 


1 4.0 


AD 3 Hippo 


4.1 


1.6 


3.3 


6.3 


AD 4 Hippo 


2.6 


0.0 


4.5 


6.1 


AD 5 Hippo 


16.5 


«,»<mMiiiM.<...l,«.i n,..,..i,i <..>.«....<>^..i...«..f..jMrw 

23.0 


22.4 


21.8 


AD 6 Hippo 


46.7 


31.2 


58.2 


25.9 


Control 2 
Hippo 


2.3 


. — — „ .„ , 

2.1 


1.5 


4.3 


Control 4 


17.0 


12.2 


5.9 1 


7.1 
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Hippo 




, 






Control (Path) 
3 Hippo 


2.0 


0.0 


1.7 




6.4 


ADl 

Temporal Ctx 


2.5 


5.0 


3.6 


4.5 


AD 2 

Temporal Ctx 


2,9 


6.6 


5.1 


2.2 


ADS 

Temporal Ctx 


2.2 


2.0 


3.3 


6,6 


AD 4 

Temporal Ctx 


18.0 


9.1 


18.0 


17.0 


AD 5 Inf 

Temporal Ctx 


15,6 


22.7 


29.3 


14.0 


AD 5 Sup 
Temporal Ctx 


174 


4 1 


12.8 


2.2 

...I 


AD 6 Inf 
Temporal Ctx 


40.9 


93.3 


69.7 


62.4 


AD 6 Sup 

Temporal Ctx 


100.0 


100,0 


100.0 


100.0 


Control 1 

Temporal Ctx 


2.1 


5.5 


0,0 


0.0 


Control 2 
Temporal Ctx : 


2.3 


8.8 

4 


7.1 


10.8 


Control 3 
Temporal Ctx 


3.4 


12.0 


10.5 


5.4 


Control 3 
Temporal Ctx 


10.9 


11.8 


7.5 


6.9 


Control (Path) 
1 Temporal 
Ctx 


14.7 


11.5 


14.6 

- 1 1 


8.5 

1 — 


Control (Path) 
2 Temporal 
Ctx 


15.3 


10.7 


12.9 


5.5 


Control (Path) 
3 Temporal 

Ctx 


5.0 


0.0 


0.0 


0.0 


Control (Path) 
4 Temporal 

Ctx 


13.9 


28.3 


18.6 


18.4 


AD 1 Occipital 
Ctx 


2.7 


4.4 


5.0 


0.0 


AD 2 Occipital 
Ctx (Missing) 


0.0 


0.0 


0.0 


0.0 


AD 3 Occipital 


13.6 


6.0 


2.0 


4.8 
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Ctx 








" 1 


,r.v>v ■ --JJ ; ■<..< 

AD 4 Occipital 

Ctx 


12.8 


7.4 


19.2 


17.1 


AD 5 Occipital 
Ctx 


21.9 


10.7 


22.4 


11.7 


AD 5 Occipital 
Ctx 


6.1 


2.5 


2.1 


3.6 


Control 1 
Occipital Ctx 


0.0 


2.5 


3.5 


0.4 


Control 2 
Occipital Ctx 


1.9 


7.0 


12.6 


2.1 


Control 3 

Occipital Ctx 


2.0 


12.8 


1.1 

i .1 li t tl - 


4.0 


Control 4 
Occipital Ctx 


9.1 


3.9 


6.3 


8.9 


Control (Path) 
1 Occipital Ctx 


9.4 


11.3 


15.0 


14.6 


Control (Path) 
2 Occipital Ctx 


18.3 


7.3 


15.0 


9.9 


Control (Path) 
3 Occipital Ctx 


0.0 


6.3 


1.8 


0.0 

■ 1 1^ 1 ■ II 1 t 1 1 Hal 


Control (Path) 
4 Occipital Ctx 


18.9 


11.3 


15.9 

i I .111.1 a » 


7.6 


Control 1 
Parietal Ctx 


0.0 


5.8 


1.8 


1.3 


Control 2 
Parietal Ctx 


15,9 


14.1 


8.4 

I i 


10.6 


Control 3 
Parietal Ctx 


5.5 


10.2 


8.5 


3.5 


Control (Path) 
1 Parietal Ctx 


5 5 


14.4 


11.1 


5.6 


Control (Path) 
2 Parietal Ctx 


5.6 


6.1 


8.6 


12.4 


Control (Path) 
3 Parietal Ctx 


1.7 


0.0 


2.8 


1.5 


Control (Path) 
4 Parietal Ctx 


20.6 


19.9 


25.3 


15.4 



Table DF. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) 
Ag2201, Run 
165982030 


Rel. Exp.(%) 
Ag2479, Run 
165639425 


Rel. Exp.(%) 
Ag2537, Run 
165532774 


Liver adenocarcinoma 


8.2 ! 


11.9 


6.5 
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- - 

Pancreas j 0.0 


^1 9 


If) 1 


Pancreatic ca. CAP AN 1 ^ ^ 

2 1 


0.0 


0.0 


Adrenal gland 


! 8.7 

J , 


f 7.2 


11.6 


Thyroid 


1 0.0 


5.4 


2.3 


Salivary gland 


1 0.0 

K v.„ fp^Y-r' -~ Wf^.- v~«r.™«»l^ 


5.9 


11.6 


Pitiiitflrv pland 


17 0 


62.4 


7.0 


Brain (fetal) 


84 


0.0 


11.3 




4 7 


40.9 


0.0 




1 16 2 


rmiiTrninM>iti.wri!mt.»imi.m.iMi«.niT-^ - -^""rmf rnrr iw it i.i<f.«i»«Hi 


■riT.fi.nf.iiii»i.ViitTMrirtri«iiiWri»-n < .sr. . j,.,Tarx,., noiTm.iHWf»T ti iHfimajuaiMifl 


Rrfiin ( pprpViplliim^ 


1 56 3 


^5? 7 


SO 7 




5 6 


J 1 .0 


9S 7 


Rrain ( ^iiVi^tJititifi 

nigra) 


1 0.0 


21.8 


10.8 


Brain (thalamus) 


1 23.8 


13.2 


0.0 


Cerebral Cortex 


3.2 


12.3 


9.4 


Spinal cord 


0.0 


21.2 


0.0 


Glio/astro U87-MG 


35.4 


24.8 


29.1 


Glio/astroU-118-MG ! 


17.6 


18.8 


20.2 


astrocytoma S W 1783 


0.0 ' 


37.9 


0.0 


Neuro*; met SK-N-AS ; 


8.9 


9,8 


1 V.5 


astrocytoma SF-539 


100.0 


71.7 


0.0 

' 1 .. t t > n ii>.* 1 


astrocytoma SNB-75 


0.0 


18.0 


12.0 


glioma SNB-19 


9.0 


8.7 


8.6 


glioma U25 1 


18.2 


36.9 


90,8 


glioma SF-295 


45.1 


83 5 


100.0 


_; ^ . ^ 

Heart (Fetal) 


12.2 


10 0 


0 0 


Heart 


0.0 


00 


00 


Skeletal muscle (Fetal) 


8.9 


00 


00 


Skeletal muscle 


0.0 


0.0 


0.0 


Bone marrow 


0.0 


0.0 


0.0 


Thymus 


22.1 


0.0 


11.3 




0 0 


100.0 


11.8 


JL/yillL/li llUUCir 


12 7 


00 


23.0 


Colorectal 


38.7 


20.6 


46.7 


Stomach 


0.0 

.r.r, Ml. ,11, irori..iTiii.ii.ii.rii.iirf-m ti.,,i,i„r<-.i,ii<;.rj 


U.u 


J / .0 

i.iii^.im w..ii<ii.iiii< x sf- 1 ,..,.1 ,.,<.<iiii.Tr-i-ni;i.««<.i.fa«<e'<i«iiat<M«iAtt«,..i 


Small intestine 


9.7 


Z 1 -U 


9'^ 7 


Colon ca. SW480 


0.0 


0.0 


0.0 


Colon ca * SW620 
(SW480 met) 


8.9 


10.4 


0.0 


Colon ca. HT29 


0.0 


0.0 


0.0 



235 



Pnlnn RPT-1 1 ^ 
v^uiuii Ky<x. rjLV_y 1 - 1 1 u 


0 0 

1 1 - ■i.....nmiiii.m.i*. 


1 7 1 


R 0 

o.v/ 


Colon ca. CaCo-2 


j 0.0 


23.0 

. , ,,. .. y f 


11.6 


CC Well to Mod Diff 


6.2 


0.0 

1 r 1 1.. r J. < r-r .■,,?i,<.,i.,i^tfc>.>tMwai.i.>^ 


12.4 

M„.^J«<.*..««.r.,,..,..1.U ,l,il...M,lll ». ■ ■■■ fr. M„toft....i»IW>«,i,i.l,l.,,H.., 




7 7 


1'^ 1 


0 0 

V/.V 


NCI-N87 


0.0 


13.9 


0.0 


Bladder 


21.8 


5.0 


0.0 


Trachea 


0.0 


13.1 


0.0 


Kidney 


0.0 


11.9 


0.0 


Kidney (fetal) 


9.4 


24.5 


0.0 


Renal ca. 786-0 


8.5 


22.4 


10.9 


Renal ca. A498 ' 


23.7 


44.4 


9.3 


Renal ca. RXF 393 


0.0 


22.5 


0.0 I 


Renal ca. ACHN 


8.7 


16.6 


11.0 1 


Renal ca. UO-3 1 \ 


0.0 i 


0.0 


0.0 1 


jtvenai ca. ijv-iu 


1 fs ^ 

iu. J 




0 0 i 


i-»ivcr 


J.J 


0 0 

V/.V/ 




i-*iver ^iciciiy 


• 






Liver ca. (hepatoblast) 

XlcpvJZ 


0.0 


1.6 


0.0 


Lung 


9.7 


0.0 


0.0 


Lung (fetal) 


7.7 


0.0 

■ 


14.4 


Lung ca. (small cell) 
LX-1 


8.7 


36.6 


26.2 


Lung ca. (small cell) 
NCI-H69 


0.0 


11.0 


0.0 


Lung ca. (s.cell var.) 
SHP-77 


9.2 

- 


11.3 


0.0 

5 

! 


Lung ca, (large 
cell)NCI-H460 


0.0 


18.2 


0.0 


Lung ca. (non-sm. cell) 
A549 


0.0 


9.5 


0.0 


Lung ca. (non-s.cell) 

NCI-H23 


2.6 


23.8 


24.0 


Lung ca. (non-s.cell) 
HOP-62 


7.9 


37.4 


48.6 


Lung ca. (non-s.cl) 
NCI-H522 


6.1 


0.0 


9.1 


Lung ca. (squam.) SW 
900 


10.3 


0.0 


12.3 


Lung ca. (squam.) 


15.4 


0.0 


12.4 
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NCI-H596 






i 








Mammary gland 


1 0.0 






0.0 


0.0 




Breast ca.* (pl.ef) 
MCF-7 


1 0.0 




0.0 


0.0 




Breast ca.* (pl.ei) 

J.ViLy/\-iVir>-Z J 1 


0.0 


18.9 


40.6 




jtsreasc ca. \^pi. eiy 
T47D 


0.0 


0.0 


0.0 




Breast ca. BT~549 


i 0.0 


11.4 


23.0 




Breast ca. MDA-N 


' 0.0 


0.0 


0.0 

iiWm iiitmwtat;. i!ii>w«twi><. Aji.M.i<M«t.>fiW wiWi .iwi .« kiwi ifi^it .' 




Ovary 


1 0.0 






0.0 


0.0 




Ovarian ca. OVCAR-3 


j 0.0 


n n 


0.0 




Ovarian ca. OVCAR-4 


i 17.4 


u.u 


0.0 




vjvanan ca. kj v 


r 55.1 


1 

JZ. 1 


AA 1 




uvanan ca. \j v L/AK-o : 

,i>,„<i t i.n,...i 1.^ i-nn,,„. ,-i,,-ff,,ir.M.r..-rtW«g.-i-.'.,,..ft,„,T.; 


0.0 


ZO.l 


n n 
u.u 




uvanan ca. iOKUV-i 


0.0 


0.0 


/.Z 




uvanan ca. ^asciies ) 
SK-OV-3 


0.0 




0.0 


32.3 


i?*^ ii 


uierus 


0.0 




0.0 


19 A 
xZ.O 


A 'St:- 


Jriacenia 


0.0 


18.9 


iZ.Z 




rro State 


0.0 


' 


10.4 




•• .•/ 

>l*»l< 


Prostate ca.* (bone i 
met) rC-i 


9.8 


7.2 


22.8 




Testis 

; 


0.0 




10.4 


1 .o 




Melanoma risooo^A j. i 


0.0 




19.5 


1 9 S 

1 Z.J 


ly 


Melanoma (^meij 
Hs688(B).T 


10.7 


24.1 


11.5 




Mcianoma ual^u~oz 


0.0 


55.5 

— PI ^^....-^^^ 


19 0 

nr iiiiimir<rf^iY>''iifrTO «rTTimT^rw'»t-vr~;-g-y:-iii T'"iiiiiTifw»nir»»«fMMaitiB 




Melanoma mi^ 


0.0 


0.0 


, ....■■rftl. ........... -f 1 f 1 1 Ij' -Illlllll 




Melanoma LOX IMVI 


0.0 


0.0 


0.0 




Melanoma* (met) SK- : 
MEL-5 


0.0 


0.0 


0.0 




Adipose 


0.0 




0.0 


11.6 



Table DG. Panel 2.2 



Tissue Name 


ReL Exp.(%) 
|Ag2433, Run 
1 174477016 ; 


Rel. Exp.(%) 
Ag2479, Run 
174924059 


Tissue Name 


ReL Exp.(%) 
Ag2433, Run 
174477016 

i.*-..-...t..^.<ii.„Br.aM..«r.rf.JA.gn rare ..t: 


Rel. Exp.(%) 
Ag2479, Run 
174924059 


Normal Colon 


6.4 


29.9 


Kidney Margin 
(OD04348) \ 


26.1 

: 

\A'.-^^*, - - .^.'..■^.^.'.'.z. j.'js.'.'j.'. 


66.9 

J 


Colon cancer 
(OD06064) 


0.0 


0.0 


Kidney \ 
malignant 1 


10.8 


10.4 
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1 


- ■ ■ — ...... .>....- — . 


cancer 
(OD06204B) 


' 


— 


Colon Margin 
(OD06064) 


1 0.0 


5.9 


Kidney normal 
adjacent tissue 
(OD0o204E) 


0.0 

.. . „ ^ 

■ ■ " 


14.7 


Colon cancer 
(OD06159) 


1 0.0 


0.0 


' 

Kidney Cancer 

(OD04450-01) 


2.2 


20.2 


Colon Margin 
(OD06159) 


16.7 


9.1 


Kidney Margin 

(OD04450-03) 

1 


7.6 


14.6 


Colon cancer 
(OD06297-04) 


0.0 


0.0 


Kidney Cancer 
8120613 

' ' " 


0.0 


0.0 


Colon Margin 
(OD06297-015) 


9.3 


9.5 


Kidney Margin 
8120614 


6.7 


0.0 


CC Gr.2 ascend 
colon 

(OD03921) 


0.0 


6.3 


Kidney Cancer 
9010320 


13.8 

i,..-.... .., -• 


9.5 


CC Margin 
(OD03921) 


0.0 

1 


0.0 


Kidney Margin 
9010321 


5.1 


47.0 


Colon cancer 

metastasis 

(OD06104) 


i 

0.0 


0.0 


Kidney Cancer 
8120607 


0.0 


0.0 


Lung Margin 
(OD06104) 


0.0 


0.0 

■ 


Kidney Margin 
8120608 


0.0 


7.6 


Colon mets to 
lung(OD04451- 
01) j 


15.6 


17.0 


Normal Uterus 


19.5 


49.3 


Lung Margin 
(OD04451-02) i 


27.4 


34.6 


Uterine Cancer 
064011 


0.0 


14.7 


Normal Prostate \ 


6.3 


19.6 


Normal Thyroid 


0.0 


29.9 


Prostate Cancer 
(OD04410) 


0.0 


18.8 


Thyroid Cancer 


0.0 


0.0 


Prostate Margin \ 

(OD04410) 


6.7 


9.3 


Thyroid Cancer 
A302152 


0.0 


0.0 


i 

Normal Ovary \ 


0.0 


11.8 

^^...^^^^ y 1 


Thyroid Margin 
A302153 

■ag8i ■rfa«!i...nigiiiKe.roBw...™ .in— rTi—rrmr f~tfrmrui 


5.7 


0.0 


Ovarian cancer ; 
(OD06283-03) 


8.0 


16.4 


Normal Breast 


31.9 


33.9 


Ovarian Margin \ 

(OD06283-07) 


16.4 


10.4 


■ 

Breast Cancer 

» ■,■■,■.■1 


15.3 


37.6 


Ovanan Cancer \ 


31.2 1 0.0 


Breast Cancer 


100.0 


100.0 


■f. .. rifti f iirri mi. ilirf 1 1 irr ric<f. if.i f.T. f. «■ ... rt ,. aKi.t.Mfrr»<i«.t 

Ovarian cancer | 
(OD06145) i 


0.0 


0.0 


Breast Cancer 
(OD04590-01) 


48.6 


15.0 


Ovarian Margin j 
(OD06145) 1 


46.0 


MUntmimiaitsnxt,, txrtifrtemmrmintffs.feaaKXS! 

58.6 


Breast Cancer 
Mets 


7.4 


21.3 
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\ 


Ovarian cancer 

(OD0d455-03) 


0.0 


32.3 


Breast Cancer 
Metastasis 


67.8 


\ 

85.3 j 
1 

« — ^ 


Ovarian Margin 
(OD06455-07) \ 


n.7 


6.4 


Breast Cancer 


7.9 


38.7 


Normal Lung 


12.9 


0.0 


Breast Cancer 
9100266 


0.0 




0.0 


Invasive poor 
diff. lungadeno 
(ODO4945-01 


0.0 


0.0 


Breast Margin 
9100265 


0.0 


0.0 


Lung Margin 
(ODO4945-03) 


7.5 


22.4 


Breast Cancer 
A209073 


0.0 


9.8 


Lung Malignant 
Cancer 

(OD03126) 


0.0 


0.0 


Breast Margin 
A2090734 


13.8 


59,9 


Lung Margin 
(OD03126) 


22.7 


0.0 


Breast cancer 
(OD06083) ' 


33.9 


52.1 


— — — ■• 

Lung Cancer 
(OD05014A) 


6.5 


20.3 


Breast cancer 

node metastasis 

(OD06083) 
< 


14.8 


29.3 


"~ ; 

Lung Margin 
(OD05014B) 


18.2 


0.0 


Normal Liver 


10.7 


27.5 


Lung cancer 
(OD06081) 


14.3 


8.8 


Liver Cancer 
1026 


0.0 


0.0 


Lung Margin 
(OD06081) 


0.0 


15.1 


Liver Cancer 
1025 


15.8 


27.4 


Lung Cancer . ^ » 
(OD04237-01) 


8.5 


Liver Cancer 
6004-T 


13.3 


3.6 


Lung Margin 
(OD04237-02) i 


22.2 


■ 
■ 

18.9 


Liver Tissue 
6004-N 


0.0 


3.7 


Ocular Mel Met 

to Liver j 
(ODO4310) 


12.7 


9.2 


Liver Cancer 
6005-T 


12.6 


0.0 


Liver Margin 
(ODO4310) 1 


0.0 


5.5 


Liver Tissue 
6005-N 


7.9 


0.0 


Melanoma j 

Metastasis ! 

— ^~ i 


0.0 


0.0 


Liver Cancer 


13.8 


48.0 


Lung Margin | 
(OD04321) 1 


0.0 


0.0 


Normal Bladders 


0.0 


20.6 


Normal Kidney \ 


7.4 


1 c o 

15.0 


Bladder Cancer ^ 




A A 


Kidney Ca, j 
Nuclear grade 2 | 
(OD04338) 1 


24.3 


8.5 


Bladder Cancer j 


0.0 


0,0 

i 


Kidney Margin | 


0.0 


0.0 


Normal j 


16.0 


39.0 
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(OD04338) 1 \ 


^ ; 


Stomach 






Kidney Ca 

Nuclear grade Vi 
(OD04339) 


0.0 


39.8 


Gastric Cancer 
9060397 


0.0 

a ssuajusi 


yx 

0.0 


Kidney Margin 
(OD04339) 


11.9 


9.9 


Stomach 

• 

Margin 
9060396 


0.0 

n - ■■ -' 


20.0 


Kidney Ca, 
Clear cell type 
(OD04340) 


0.0 


0.0 


Gastric Cancer 
9060395 


32.5 


9.6 


Kidney Margin 
(OD04340) 


7.0 


6.0 


Stomach 

Margin 

9060394 


0.0 


0.0 


Kidney Ca, 
Nuclear grade 3 
(OD04348) 


0.0 


0.0 


Gastric Cancer 
064005 


16.0 

^t jTJ^JT '-^ — ^ 


30.8 



Table DH. Panel 2D 





Rel. Exp.(%) 

Aa77ni Run 

164025338 


[ """" j 

T'icciK}^ IVsinnp 

JL ISoUw l^MltlC 


Rel. £xp.(%) 
Ap2201 Run 

164025338 


Normal Colon i 

i 


22.7 


Kidney Margin 

8120608 


1.1 


CC Well to Mod Diff -i 

(OD03866) 1 


7.5 

: 


Kidney Cancer 
8120613 


0.0 

■ — " ~ •"•"-irn mtmrimr fni'titifrinrinfw r xm "iiiino»r"Trinnr r 


a 

CC Margin (OD03866) 

f 


■ 

1.4 


Kidney Margin 
8120614 


4.8 


CC Gr.2 rectosigmoid • 
(OD03868) 1 


1.0 


Kidney Cancer 
9010320 


7.4 

- 


1 

CC Margin (OD03868) \ 

( 
t 

^..^ , .^..-^ ^ ^ A. ^^^^ y. 


0.0 


Kidney Margin 
9010321 


28.9 


CC Mod Diff ] 
(ODO3920) j 


1.9 


Normal Uterus 


0.0 


>" ■1>^iM..mifi...,lf.««>.„.»o.«..«««.«.^.^....«...nM.,,.h„.,n...M«,<,.M..n«.«jw« 

I 

CC Margin (ODO3920) \ 


6.8 


Uterine Cancer 
064011 


18.3 


CC Gr.2 ascend colon | 

(OD03921) : 


7.9 


Normal Thyroid 


3.0 


CC Margin (OD03921) ; 


2.0 1 


Thyroid Cancer 


0.0 


CC from Partial ; 
Hepatectomy (ODO4309)' 
Mets 


0.9 


Thyroid Cancer 
A302152 


1.5 


Liver Margin 
(ODO4309) ■ 


i 

1.7 


Thyroid Margin 
A302153 


7.1 

t 

, 1 


Colon mets to lung 


4.3 


Normal Breast 


20.4 
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(OD04451-01) i 


1 ^ , ' . ^. , , 


L , ■ r,,, i 


Lung Margin (OD0445 1 - i - ^ 

02) 1 


1 

iBreast Cancer 


10.3 


1 

Normal Prostate 6546-1 j 5.0 

,, f ,,- 1- * " " [ - -r. JLH - . 


Breast Cancer 
(OD04590-01) 


14.5 


Prostate Cancer j . ^ ^ 
(OD04410) 


Breast Cancer Mets 
(OD04590-03) 


34.4 


Prostate Margin j ^ ^ 
(OD04410) 1 


Breast Cancer 

Metastasis 

* " "..n..... - ■■- 


69.7 

- 


Prostate Cancer t . ^ ^ 
(OD04720-01) [ ' „ . „ 


Breast Cancer 

....r..t.r«-..!!' i" 1 — ' 1 ,..r,„ff,7,irw,,8.t.-i....T— ^1 8,-!^;;,,^^: 


30.8 


Prostate Margin j .-^ 
(OD04720-02) i 


Breast Cancer 


100.0 


j 

Normal Lung | 6.9 


Breast Cancer 
9100266 


11.7 


Lung Met to Muscle \ . ^ 
(OD04286) 1 


Breast Margin 
9100265 

: 


1 ■ ' ' ' 

6.8 

1 — ..— , -.,..1 


Muscle Margin j . . 

(UUU4ZoOj 


Breast Cancer 


12.2 


Lung Malignant L/ancer { ^ ^ 

fOD03126') i 


jDreasi iviargin 
A2090734 


8.9 


Lune Marein f OD03 126)^ 10 5 ' 

JL^ Willi i.YXUJ. gXliX I i--' \J X J s 1. \J . ^ 


Normal Liver 


10.4 


Lung Cancer (OD04404) i LO ; 


Liver Cancer 


5.6 


JLung Margin ^vJUU44U4 j 1 iu.4 


jLiver v^^ancer iu^*> 

— ' 




Lung Cancer (OD04565) ; 3.7 


Liver Cancer 1026 


2.1 


Lung Margin (OD04565) | 1 6.5 


Liver Cancer 6004-T | 


3.0 


Lung Cancer (OD04237- 1 . 
01) 1 


Liver Tissue 6004-N 


3.9 


Lung Margin (OD04237- i . - 
02) \ 


Liver Cancer 6005-T 


0.0 


Ocular Mel Met to Liver . - 

1 4 5 

(UJJU4J1U) J 


Liver Tissue 6005-N 


0.7 


Liver Margin ; ^ ^ 

(UJJU4 J 1 U j i 


Normal Bladder 


2.6 


Melanoma Metastasis | 0.0 


Bladder Cancer 

' — ' ' " 


6.2 


Lung Margin (OD04321) i 2.6 


Bladder Cancer 


13.8 


Normal Kidney I 20.3 


Bladder Cancer 

(OD047 18-01) 

Mt nrn -, - -■■.;:.s..r:;r:;.ffrT:.r;~ .T,f, ,.m„7. 


1.8 


\ 

Kidney Ca, Nuclear | . ^ 
grade 2 (OD04338) i 

t 


Bladder Normal 

Adjacent (OD047 18- 
03) 


5.0 


Kidney Margin 1 _ „ 
(OD04338) j 


Normal Ovary 


0.7 
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Kidney Ca Nuclear grade = 
Vi (OD04339) 


9.2 


Ovarian Cancer 

„.„ .— am 


3.8 


Kidney Margin . 
(OD04339) 1 


18.8 ; 


Ovarian Cancer 
(OD04768-07) 


6.7 




Kidney Ca, Clear cell ; 
type (OD04340) ; 


15.4 


Ovary Margin 
(OD04768-08) 


0-0 


Kidney Margin ! 
(OD04340) 1 


22.7 


Normal Stomach 


14.5 


Kidney Ca, Nuclear ■ 
grade 3 (OD04348) ! 


0.0 


Gastric Cancer 

9060358 


0.0 


Kidney Margin ■ 
(OD04348) i 


5.2 


Stomach Margin 
9060359 


2.1 




Kidney Cancer j 
(OD04622-01) ; 


1.9 


Gastric Cancer 
9060395 


1.4 


: ' .... m .■■...I-.— n 

c 

Kidney Margin ! 
(OD04622-03) 


0.0 


Stomach Margin 
9060394 


6.0 


Kidney Cancer : 
(OD04450-01) ; 


10.3 


Gastric Cancer 
9060397 

- > 


5.6 

: ,,f .1 1 t 


Kidney Margin ' 
(OD04450-03) | 


13.9 


Stomach Margin 
9060396 i 


4.4 


Kidney Cancer 8120607 i 


0.7 


Gastric Cancer ■ 1 

064005 1 


27.7 



Table DI. Panel 4D 



Tissue Name 


Rel.Exp.(%) 
Ag2201,Run 
161905857 

L . '. 


ReI.Exp.(%) 
Ag2433, Run 
164183915 


ReLExp.(%) 
Ag2479,Run 
164391870 


ReLExp.(%) 
Ag2537, Run 
164321131 


Secondary Thl act 


\ 2.6 


2.1 


7.4 


9.4 


Secondary Th2 act 


1 55.1 


16.7 

1 —.a. — f......... t., ■ 


29.1 


16.3 


Secondary Trl act 


i 25.0 


21.8 


39.2 


53.6 

■.»..it..«...i..<i.iti.i 1 1 — 1 1 < i 


Secondary Thl rest 


1 5.7 


1.8 


20.2 


10.1 


Secondary Th2 rest 


13.5 


19.5 


8.0 


24.8 


Secondary Trl rest 


24.8 


7.8 


33.0 


12.7 


Primary Thl act 


1 18.8 


9.7 


; 

10.3 


3.0 


Primary Th2 act 


I 24.7 


18.3 


20.2 i 


17.3 


Primary Trl act 


1 27.9 


18.4 


8.6 


14.2 


. ~ ..- - -rr- r-i. « -n,, 1, - 

Primary Thl rest 


1 100.0 


100.0 

; ^ ^ 


35.1 


100.0 


Primary Th2 rest 


72.2 


29.7 


40.3 


44.8 


Primary Trl rest 


17.3 


0.0 


21.3 i 


17.6 


CD45RA CD4 

lymphocyte act 


14.6 


4.1 


16.3 


15.9 


CD45RO CD4 


26.4 


17.6 


33.4 i 

! „„,„„„-,-| ^ 


6.3 

,„„„,„■„„■■„ - 
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».iiiyi,!iKit;in.Mii...i.«ii.ii.i. i...i.i....<iinr"i'rtii ..ni .iili.riiin ii jn.i.i-ii.M...., 

lymphocyte act 








CD8 lymphocyte act 


24.0 


24.5 


40.9 


14. Z 

" "'■ ' "' ' ' — — 


< 

Secondary CD8 
lymphocyte rest 


25.5 

.nM.r n.«.. ...... ~> M 


51.8 


42.6 

^.>.....r...> .<..«.v.^...-.......**-. .,^.v..,^,<...-,.^,.. 


26.6 


Secondary CD5 
lympnocyie aci 


10.2 


4.8 


5.5 


6.7 


i^U4 lympnocyie none 


0.0 


c 0 
J.Z 


17/1 

IZ.4 


5 1 


ziy ini/inz/iri anii- 
CD95 CHll 


32.1 


12.2 


9.3 


5.8 








lU.O 


3 9 


jL/vjs. cells IL-Z 


SQ Q 
jy.y 


33.2 


71.7 


39 8 

\»taemimrff^-!~<i — nr-r 'rtrei'mrrttmm "it in i 


LAK cells IL-2+IL-12 


31.2 


32.8 


37.9 


54.0 


LAK cells IL-2+IFN 
gamma 


11.3 


37.4 


36.1 


56.6 

! 


LAiV cells kJu-A^ IL-lo 




29.1 


40.9 


22 7 


LAJs. cells 

PM A/ionomvcin 


0.0 


2.5 

-J 


7.2 


5.1 


NK Cells IL-2 rest 


17.3 ■ 


21.5 j 39.8 ; 


19.3 


Two Way MLR 3 day 


92.0 


62.0 


100.0 


62.0 


Two Way MLR 5 day 


32.8 


20.3 


26.4 


30.8 


Two Way MLR 7 day 


18.6 


8.6 


17.6 


16.3 


PBMC rest 


8.4 


2.4 1 0.0 


7.5 


roMU r WM 


J / .4 


26.1 } 70.2 


4S 7 

UTiiiitiriifr ifiri-r'~^"~^~~" ■ ««» 


T>D\/f^ DU A T 

rrJMU rrlA-JL 




8.6 j 24.8 


14 6 


Ramos (B cell) none 


25.2 


11.0 


20.4 


7.5 


Ramos (B cell) 
lonomycm 


41.8 


35.4 


44.8 


45.7 


B lymphocytes PWM 


17.6 


2.0 


8.3 


20.2 


B lymphocytes CD40L 
and lL-4 


21.5 


17.3 


16.8 


25.3 


aDCAMr 


0 7 
Z. / 


0.0 


1 0.0 


0 0 


EOL-l dbcAMP 
FMA/ionomycin 


4.7 


7.0 


0.0 


0.0 

.. , - 


Uendntic ceils none 


1:5.4 


1.8 


16.7 


14 7 


Uenantic ceils Lro 


in 7 

lU. / 


14.2 


! 2.4 




Jjenantic cells anti- 
CD40 


12.5 


12.2 


10.4 


3.0 


Monocytes rest 


2.5 


0.0 


7.7 


4.3 


Monocytes LPS 


12.7 


18.8 


■ ^ ! 

25.0 


10.0 


Macrophages rest 


8.3 


7.9 


11.0 


10.9 


Macrophages LPS 


3.2 


3.8 


6.3 


0.0 

— .....i..— ■ <. - 


HUVEC none 


3.1 


2.3 


0.0 


3.7 
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IhUVEC starved 


1 8.7 


4.6 


1 11.4 


6.9 


|HUVECIL-lbeta 


1 2.4 


5.2 


i 5.5 


0.6 


HUVbC IriN gamma 


i 1 ^ Q 






Z i .z 


HUVJbC IJNr alpna + 
IFN gamma 


! 0.0 


0.0 


4.7 


0.0 


rlUVbU irsir aipna + 
IL4 


11.4 


0.0 


8.4 


0.0 


TTT TA /TT/^ TT 1 1 


U.U 


A Q 


1 o ^ 


^ A 

f ijPP , ,_|.| -.^^ nnrn "tt ' r*r"'r "Tiir n i rr ii r ■ 


Lung Microvascular EC = 
none 


29.9 


14.4 


25.7 


12.8 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


26.1 


25.7 


18.4 


25.9 


Microvascular Dermal 
EC none 


3.3 


2.0 


3.1 


3.9 


Microsvasular Dermal 
EC TNFalpha + IL- 
1 beta 


6.5 


0.0 


10.7 


8.9 


Bronchial epithelium 
TNFalpha + IL1 beta 


16.2 


16.3 


11.8 


15.7 


Small airway 
epithelium none 


8.2 


5.7 


9.2 


0.0 

....t — - < 


Small airway 
epithelium TNFalpha + 1 

IT t t J. 

IL-lbeta 


31.2 


23.8 


39.0 


32.5 


Coronery artery SMC ' 
rest 


0.0 


12.6 


3.2 


1.3 


Coronery artery SMC 

TNFalnha + TT - 1 beta 


0.0 


6.4 


0.0 


6.1 


Astrocytes rest 


' . 

2.7 


0.0 


5.7 

i.n^m^ r ■« 1 > I.I. 


2.9 

I,,S Hi il «i II it 1 1 ' 


Astrocytes TNFalpha + 
IL-lbeta 


3.3 


— 1 

10.7 

«iim1I At 


0.0 


8.1 


KU-812 (Basophil) rest 


0.0 

» lit iii 


6.6 


3.3 


3.4 


KU-8 12 (Basophil) 
PMA/ionomycin 


0.0 

<1. in il.t 


5.5 

- 


8.3 


3.3 


CCD1106 

(Keratinocytes) none 


6.7 


7.2 


3.4 


7.0 


CCD1106 

TNFalpha + IL-lbeta 


0 0 

V/.v 


20 9 


3 6 


0 0 


Liver cirrhosis 


26.2 

> 


22.5 


39.5 


15.3 


Lupus kidney 


1.6 


2.5 


9.9 


3.3 


NCI-H292 none 


10.8 


6.7 


10.0 


12.0 


NCI-H292 IL-4 


16.6 


17.4 


13.3 1 


16.7 1 
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NCI-H292 IL-9 


5.4 


5.6 

, 


4.9 


16.6 


NCI-H292 IL-13 


0.0 


U.U 


U.U 




NCl-H29z ibN gamma ; 






O.o 




HPAEC none 


6.4 


0.0 


4.5 


2.7 


HPAEC TNF alpha + ; 

TT 1 1_ -.^•♦.^ 

IL-1 beta 


8.5 


9.9 


19.8 


3.1 


Lung fibroblast none 


A A 
U.U 






".u 


Lung iibroblast INr 
alpha + IL-1 beta 


11.7 


0.0 


0.0 


0.0 


Lung fibroblast IL-4 


16,8 


o./ 






Lung fibroblast IL-9 


9.4 


8.2 ^ 


3.3 


6.2 


Lung fibroblast IL- 1 3 


5.0 


13.2 


1.5 


2.5 


Lung fibroblast IFN 

gamma 


19.8 


7.1 


19.3 


19.1 


Dermal fibroblast 
CCD 1070 rest 


26.6 


26.1 

Hn-^Ui™™ 1 


35.1 


13.9 


Dermal fibroblast 
CCD1070 TNF alpha 


40 3 


19.3 


31.2 


21.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


13.0 


10.0 


18.0 


15.7 


Dermal fibroblast IFN 

gailllUa 


19.3 


9.8 


11.2 


21.3 


I^/^rmcil filTr/^l^lci c1" TT 
UCllllcXl llUlUUld.oL 11j-*t 


25 7 


2 0 


36 1 


28 5 


TT^n Pnlitic 7 
IDLJ v^OllLlo Z, 


10 9 


6 3 

O.J 


24 


00 


IBD Crohn's 


0.0 


0.0 


7.5 1 


i 2.5 


Colon 


6.5 

— — — - 


15.8 


20.2 


12.9 


Lung j 


32.5 


16.5 


24.8 


23.8 


Thymus 


16.2 


5.6 


28.5 


20.7 


Kidney 


13.7 


18.2 


21.8 


10.4 



CNS_neurodegeneratioii__vl.O Summary: Ag2479/Ag2537/Ag2201 Tlie GMAC004977_A 
gene is expressed primarily in the cerebellum and also shows increased expression in the 
hippocampus and inferior temporal cortex of some brains affected with Alzheimer^s disease 
when compared to normal baseline expression in unaffected brains. The hippocampus is an 
important anatomical focus of Alzheimer's pathology, indicating that the GMAC004977_A 
gene product may be an important biochemical component of the disease. GPCRs are readily 
targetable with drugs, and regulate many specific brain processes, including signaling 
processes that are currently the target of FDA-approved pharmaceuticals that treat 
Alzheimer's disease, such as the cholinergic system. The major mechanisms proposed for 

Abeta-induced cytotoxicity involve the loss of Ca2H- homeostasis and the generation of 
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reactive oxygen species (ROS). The changes in Ca2+ homeostasis could be the result of 
changes in G-protein-driven releases of second messengers. Thus, targeting this class of 
molecule can have therapeutic potential in Alzheimer's disease treatment. In particular, the 
increased expression of the GMAC004977_A gene in some brains affected by Alzheimer's 
indicates potential therapeutic value to drugs that target this GPCR. Normal expression of this 
gene in the cerebellum suggests that this GPCR may also be effectively targeted to treat 
diseases involving the cerebellum, including spinocerebellar ataxias, batten disease, and 
Niemann-Pick disease. Data from one run with Ag2433, Run 228396997, is not included 
because the amp plot suggests experimental problems (data not shown). 

Panel 1.3D Summary: Ag2479/Ag2537/Ag2201 Results from three experiments using 
different probe/primer sets show somewhat disparate results, most likely because the levels of 
gene expression are very low in this panel. Using Ag2201 and Ag2537, expression of the 
GMAC004977_A gene is highest in a brain cancer cell line (CT=34), In addition, there is low 
but significant expression in an additional sample derived from a brain cancer cell line. Other 
apparent expression is below the level of reliable evaluation. Of note is the observation that 
both of the cell lines showing substantial GMAC004977__A gene expression are derived from 
a type of brain cancer called glioblastoma. Thus, the expression of this gene could be used to 
distinguish between glioblastoma derived samples and other samples. Moreover, therapeutic 
modulation of the expression or function of the GMAC004977_A gene or its protein product, 
through the use of small molecule drugs, antibodies or protein therapeutics might be of use in 
the treatment of glioblastoma. Using Ag2479, expression is highest in spleen (CT=34), with 
low but significant expression also seen in a melanoma cell line as well as a brain cancer cell 
line. Other apparent expression is below the level of reliable evaluation. Thus, therapeutic 
modulation of the expression or function of this gene, through the use of small molecule 
drugs, antibodies or protein therapeutics might be of use in the treatment of brain cancer or 
melanoma. Ag2433 Expression of this gene in panel L3D is low/undetectable (CT values 
>35) in all samples (data not shown). 

Panel 2.2 Summary: Ag2479/Ag2433 Two experiments with two different probe and 

primer sets produce results that are in excellent agreement. In both runs, expression is limited 

to samples derived from breast cancer. Thus, expression of the GMAC004977_A gene could 

be used to distinguish samples derived from breast cancer from other samples. Moreover, 

therapeutic modulation of the expression or function of this gene or its protein product, 
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through the use of small molecule drugs or antibodies, might be of use in the treatment of 
breast cancer. 

Panel 2D Summary: Ag2201 Expression of the GMAC004977_A gene is highest in a 
5 sample derived from a breast cancer (CT = 30.1). In addition, a number of other breast cancer 
samples show substantial expression, including samples of cancer tissue with matched 
samples derived from normal adjacent tissue. In all these samples, the GMAC004977_A gene 
appears to be over-expressed in the cancerous tissue. This result agrees with the expression 
profile detected in Panel 2.2 and suggests that expression of this gene could be used to 
10 distinguish breast cancer tissue from other tissues, perhaps as a diagnostic marker for the 
presence of breast cancer. Moreover, therapeutic inhibition of the protein encoded by the 
GMAC004977_A gene may be effective in the treatment of breast cancer. 

Panel 4D Summary: Ag2479/Ag2537/Ag220 1/Ag2433 The GMAC004977_.A gene is 
15 expressed in Panel 4D at moderate to low levels in numerous independent preparations of 
activated B cells, resting and activated T cells, and activated lymphokine-activated killer 
cells. This pattern of restricted expression suggests that specific antibodies and small 
molecule drugs that inhibit the function of the protein encoded by the GMAC004977_A gene 
may be useful in reducing or eliminating inflammation and autoimmune disease symptoms in 
20 patients with Crohn*s disease, inflammatory bowel disease, asthma, psoriasis, and rheumatoid 
arthritis. 

E- GMAP001804_H/CG145149-01: Olfactory Receptor 

Expression of gene GMAP001804_H (also know as CGI 45 149-01) was assessed 
25 using the primer-probe set Ag2216, described in Table EA. Results of the RTQ-PCR runs are 
shown in Tables EB and EC. 



Table EA . Probe Name Ag2216 



Primers 


Sequences 


Length 


Start Position 


SEQ ID 

NO: 


Forward 


5 ' -atggaaagactgcattcaggta-3 ' 


22 ; 


753 


231 


Probe 


TET-5 ' -ttaaaacccgccataaccagttccct-3 ' -TAMRA; 


26 


776 


232 


Reverse ' 


5 ' -tagaacacagaggccacattct-3 ' 


22 ; 


810 


233 
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Table EB. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) Ag2216, 
Run 165974838 


Tissue Name 


iRel. Exp.(%) Ag2216, 
Run 165974838 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


i 0.0 


Pancreas 


0.0 


Renal ca. 786-0 


i 0.0 


Pancreatic ca, CAP AN 

2 ■ 


0 0 


Renal ca A498 


0 0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


1 0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca.UO-31 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 

r 


0.0 


Brain (fetal) 


0.0 


Liver 


0.0 


: ! ' \ 

Brain (whole) 


0.0 


Liver (fetal) 


0.0 


Brain (amygdala) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


^ 


0 0 

«. .., — — ^ 


T 1171 ( fptan 


0 0 


Brain (substantia nigra); 


0.0 


Lung ca. (small cell) 
T X-1 


0.0 


Brain (thalamus) 


0.0 


Lung ca. (small cell) 


0.0 


Cerebral Cortex 


16.6 


Lung ca. (s.cell var.) 
SHP-77 


0.0 


Spinal cord 


0.0 


Lung ca. (large 


0.0 


glio/astro U87~MG 


0.0 


Lung ca. (non-sm. 
pp11^ A54Q 


0.0 


glio/astroU-118-MG \ 


0.0 


Lung ca. (non-s.cell) \ 


0.0 


astrocytoma SW1783 


0.0 


Lung ca. (non-sxell) 

jLiW-l uz. 


0.0 


Neuro*; met SK-N-AS | 


10.4 


: 

NCI-H522 


0.0 


astrocytoma SF-539 


0.0 


SW 900 


0.0 


astrocytoma SNB-75 


0.0 


T>un2 ca fsauam ) 
NCI-H596 


0.0 


glioma SNB-19 


0.0 


Mammary gland 


0.0 


glioma U251 


0.0 


Breast ca.* (pl.ef) 

MCF-7 


14.3 


glioma SF-295 


0.0 


Breast ca,* (pl.ef) 
MDA-MB-231 


0.0 
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Heart (Fetal) 


0.0 

1 rtiiii", 1 — » 


T47D 


45.1 




iiean 


0 0 


Rrea<rtca BT-549 

■ nnriilui 1 ,.1 Iilil nmn. i. ■. .. ,„i„, 


0 0 




Skeletal muscle (Fetal) 


0.0 


Breast ca, MDA-N 


0.0 




Skeletal muscle 


0.0 


Ovary 


Iz.o 




Bone marrow 


0.0 


Ovarian ca. 
OVCAR-3 


0.0 




Thymus 


0.0 


Ovarian ca. 
OVCAR-4 


0.0 




rii ■ ri ■ ■i...,»rii ■ I ■ 

Spleen 


0.0 


Ovarian ca. 

T/^ AT* C 

OVCAR-5 


0.0 




Lymph node 


0.0 


Ovarian ca. 
OVCAR-8 


0.0 




Colorectal 


;r-.-.T.i-T-.!m«8mfmn.m7;T..-T--. — a« rf.....T-fl 

0.0 


Ovanan ca. lORO V- 
1 

a_as =a_s a a — a — = 


0.0 




Stomach 


0.0 


Ovarian ca. (ascites) 


0.0 




Small intestine 


0.0 


Uterus 


0.0 


■ r! 


Colon ca. SW480 


0.0 


Placenta 


23.8 


j; 

'LiJ. 


Colon ca.* SW620 
(SW480 met) 


0.0 


Prostate 


0.0 




Colon ca. HT29 


0.0 

a - - " - --■ ■'■ '''' ' 


Prostate ca.* (bone 
met) PC-3 


45.4 




Colon ca. HCT-1 16 


0.0 


Testis 


0.0 


•v. 


Colon ca, CaCo-2 

. . 


0.0 


Melanoma 
Hs688(A).T 

. — - — ^, 


0.0 


►li 


CC Well to Mod Diff 
(OD03866) 


0.0 


Melanoma* (met) 
Hs688(B).T 


0.0 




Colon ca. HCC-2998 , 


0,0 


Melanoma UACC-o2 


100.0 




Gastric ca. (liver met) 
NCI-N87 


0.0 


Melanoma M14 


0.0 




Bladder 


0.0 


Melanoma LUA 
IMVI 


0.0 




Trachea \ 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 




Kidney 


0.0 


Adipose 


0.0 



Table EC. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Ag2216, Run 
163724265 


Tissue Name 

I r 


Rel. Exp.(%) 
Ag2216, Run 
163724265 | 


Secondary Thl act 


0.0 


HUVECIL-Ibeta 


0.0 j 
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0 0 


TTIIVFC IFN ramma 


00 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 

^C4l Jl JL 1 1 JICX 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 

1- II 1 - 1 ■ r iifri 1 1 -1 T V 11 Firifni — " •■ "-" »• - - 


0.0 


Secondary Thz rest 


12.7 


HU VhC IL-i 1 




Secondary Trl rest 


0.0 


Lung Microvascular EC 

none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
iJNr alpha H- IL-ioeta 


0.0 


Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILl beta \ 


0.0 


Primary Th2 rest 


14.7 


Small airway epithelium 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL- 1 beta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coroneiy artery SMC rest 


0.0 


CD45RO CD4 

lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astroc)^es rest 


O.u 


' 

Secondary CDS 

lymphoc}^e rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 

<■» — .,..t B ^. ...rf..., 


Secondary CD8 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0.0 


KU-812 (Basophil) 

PMA/ionomycm 


0.0 


2ry Thl/Th2/Trl_anti- 


13.7 


CCDl 106 (Keratmocytes) 

IlUIiC 


0.0 

,..M- -I.!—. * . ^1 1 .B— .1 .iJi 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 

TTsTFalnViA + TT -Ihetfl 

1 iiraipilo- * 1JL« lUCUCl 

X— 1 J!. ..„ .. „...y.„., .M.ll « i„v»l-.— 


0.0 

r 1 T IT • . • ~ ir c iiiil.l..<..il«ii J.I 


; J 1 M ■■— — ' 1 1 

LAlv cells lLj-Z 


\}^J 


1^1 VCI ulXlIiUoio 




LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


0.0 


NC1-H292 none 


0.0 


T AK cells IT -2+ TT -1 8 


0 0 


NCI-H292 IL-4 


0,0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 

• ■ r III 1 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 
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Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha + IL-1 

beta 


0.0 


PBMC rest 


0.0 


Lung fibroblast none 


iz.y 


PBMC PWM 


12.6 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 





T nncT fil^rnHljict TT -1 ^ 


11 5 


Jl5 lympnocy tcb r wivi 

■ 


0 0 


Lung fibroblast IFN 
gamma 


0 0 


B lymphocytes CD40L 
and IL-4 


0 0 


Dermal fibroblast 
CCD1070 rest 


0 0 


VifW 1 A\y.r- A IV/TP 
iiUJL-l ODCAlYlr 


u.u 


Dermal fibroblast 
CCD 1070 TNF alpha 


0 0 


EOL-l dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 

CCD 1070 IL-1 beta 


0.0 


Dendritic cells none 


38.7 


Dermal fibroblast IFN 
gamma 


0.0 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


29.3 

•...i...jy...jvi«iini.i..iii ni nnnntt m-tirn .. mmnn 


Dendritic cells anti- 
CD40 


23.7 


IBD Colitis 2 


27.4 


Monocytes rest 


A A 

0.0 


IBD Cronn s 


l/.O 


iVionocyxes i^ro 






0 0 


Macrophages rest 


22.7 


Lung 


12.2 


Macrophages LPS 


1 0.0 


Thymus 


0.0 


HUVEC none 


1 0.0 


Kidney 


0.0 


HUVEC starved 


1 12.2 







Panel 13D Summary: Ag2216 Significant expression of the GMAP001804_H gene is seen 
exclusively in melanoma cell line UACC-62 (CT = 34.7). Therefore, expression of this gene 
may be used to distinguish this melanoma cell line from the other samples on this panel. 
Furthermore, therapeutic modulation of the activity of the GPCR encoded by this gene may 
be beneficial in the treatment of melanoma. 



Panel 2.2 Summary: Ag2216 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Ag2216 Significant expression of the GMAP001804_H gene is 

detected in a liver cirrhosis sample (CT = 34,3). Furthermore, expression of this gene is not 
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detected in nonnal liver in Panel 1.3D, suggesting that its expression is unique to liver 
cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 



F. GMAC005143__A/CG143809-01: Olfactory Receptor 

Expression of gene GMAC005143_A (also known as CGI 43 809-01) was assessed 
using the primer-probe set Ag2208, described in Table FA. Results of the RTQ-PCR runs are 
shown in Table FB. 



Table FA . Probe Name Ag2208 



™ — 
Primers 


Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward 


5 » -atacaaatgtggttcccatgtt-3 ' 


22 : 


834 


234 


Probe 


TET-5 ' -ccccttaatctacagcctgaggaaca-3 ' -TAMRA 


26 i 


859 


235 


Reverse 


5 ' -ggcttttcttagggcaaattta-3 ' 


22 \ 


892 


236 



Table FB. Panel 1.3D 



• 

■ 

Tissue Name 


ReL Exp.(%) Ag2208, 
Run 165974834 


Tissue Name 


Rel. Exp.(%) Ag2208, 
Run 165974834 


Liver adenocarcinoma 1 

: 


0.0 

, ^^<.?^.-„m..>^.--, — , r— ^ — r-T-;— -,-n-r 


Kidney (fetal) 


0.0 


^7 ^-^-f^f*-^ ■^^^-^ •^■^-•'-^■'^ ^- ■>'iy<-y^..y--...«-^K-'tg»iy--y.-«J<'>'/*;.?!':T^-K.-W^..y.^ 

Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAPAN 

2 


0.0 


Renal ca. A498 


21.6 


Adrenal gland 


0.0 


Renal ca. RXF 393 - J 0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca, UO-3 1 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


1 0.0 


Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) 


0.0 


Liver (fetal) 

., , . ; 


0.0 


Brain (amygdala) 


0.0 

..■^■■■'-'^'■^ i 


Liver ca, 

(hepatoblast) HepG2 


r 1 

0.0 


Brain (cerebellum) 


0.0 


Lung j 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Brain (substantia nigra) \ 

: 


0.0 


Lung ca. (small cell) \ 
LX-1 


0.0 
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Brain (thalamus) 


0.0 


Lung ca, (small cell) 
NCl-Ho9 


15.8 


Cerebral Cortex 


■■ » '■ i 

0.0 


Lung ca. (s.cell var.) 

SHr-77 


0.0 


Spinal cord 

■ ~ ■ ■ 1 II - . ; 


1 — e — a_s a— .~„-ae ^ 

0.0 


Lung ca. (large 

ceii)NLl-H4oO 

- — " . - — .' 


0.0 


glio/astro U87-MG 


0.0 


Lung ca, (non-sm. 

cell) A54y 


0.0 


glio/astro U-118-MG : 


0.0 


Lung ca. (non-s,cell) 
NCI-H23 


0.0 


j 

astrocytoma SW1783 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 


■ - — - ' 

astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW 900 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 

f 1 ,, . - — J. 


0.0 

j « «|H«.«|. ..!»*■ . .,— — — 


glioma SNB-19 


0.0 


Mammary gland 


0.0 


Glioma U25 1 


34.6 


Breast ca.* (pl.ef) 
MCF-7 


47.6 


glioma SF-295 


0.0 


Breast ca.* (pl.et) 
MDA-MB-23 1 


0.0 


' 

Heart (Fetal) 


0.0 


Breast ca.* (pi. ef) 
T47D 


38.7 


Heart 

— -■ 


0.0 


Breast ca. BT-549 




Skeletal muscle (Fetal) 


0.0 iBreast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 lOvaiy 


0.0 


Bone marrow 


0.0 


Ovarian ca. 
OVCAR-3 


0.0 


Thymus 


0.0 

: . , : 


Ovarian ca. 
OVCAR-4 


0.0 


Spleen 


0.0 


Ovarian ca. ' 

OVCAR-5 


0.0 


rt T * T ' ^ 

Lymph node 


0.0 


Ovarian ca. 
OVCAR-8 

'■ - " 


0.0 


■> - 

Colorectal 


r ^ 

15.2 

i 

i. , f 


Ovarian ca. IGROV- 

1 ' 


0.0 


Stomach 


0.0 


Ovarian ca. (ascites) j 
SK-OV-3 


0.0 


Small intestine 


0.0 


Uterus I 0.0 


Colon ca. SW480 


0.0 


Placenta 1 


14.0 

1 1... tt 1 .. Il I.I 1 


Colon ca.* SW620 
(SW480 met) 


0.0 


Prostate 


0.0 
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Colon ca. HT29 


0.0 


rrosiaie ca. ^Done 
met) PC-3 


15.2 


Colon ca. HL 1-1 lo 


u.u 


1 esiis 




Colon ca, CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 

.,,7,...*. i: : 


CC Well to Mod Diii 
(OD03866) 


0.0 

- -~ — = 1 n ...1. •■ 


Melanoma* (met) 
Hs688(B).T 


0.0 


Colon ca. HCC-2998 i 


0.0 


JVlelanoma UACL-o2 


lOU.U 


Gastric ca. (liver met) 

NCI-N87 


0.0 

: , - . -....T. - - 


Melanoma M14 


0,0 

..T..,.,w..,.SB.- -.-•s...-.-RBi.a..,.mw.wf. .-..•f-.T--.— 


Bladder 


0.0 


IVLeianoma JL/CyV 

IMVI 

Bjaim— n.i,.7n.tll.i....rm...ffT — ■ ,v.,-^,..-r..?....?;...-i!,m-vr;^..-r;r7 ,!-. 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 



Panel 1.3D Summary: Ag2208 Expression of the GMAC005143_A gene is highest in a 
sample derived from melanoma cell line UACC-62 (CT = 33.5). In addition, there is 
significant expression in two breast cancer cell lines (MCF-7 and T47D). Thus, the 
expression of this gene could be used to distinguish these samples from other samples in the 
panel. Moreover, therapeutic modulation of this gene or its protein product, through the use 
of antibodies, small molecule drugs or protein therapeutics might be of benefit in the 
treatment of breast cancer or melanoma. 

Panel 2,2 Summary: Ag2208 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Ag22Q8 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

G. G]VIAP001804_J, GMAP001804_G, and GMAP001804_C: Olfactory 
Receptor 

Expression of genes GMAP001804 GMAP001804_G, and GMAP001804_C was 
assessed using the primer-probe sets Ag2208, Ag2218 and Ag2360, described in Tables GA, 
GB, and GC. Results of the RTQ-PCR runs are shown in Tables GD and GE. 



Table GA . Probe Name Ag2208 
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Primers 


Sequences 

; '-^ -.^^ — " « =— » = i 


Length 


Start Position; 


ID 

NO: 


■ „— ,> — — ■ i- -^.r^ 

Forward 


5 ' -atacaaatgtggttcccatgtt-3 ' 


22 


834 


237 


Probe 


TET-5' -ccccttaatctacagcctgaggaaca-3 ' -TAMRA; 


26 

■ 


859 


238 


Reverse 


5 ' -ggcttttcttagggcaaattta-3 ' 


22 : 


892 


239 



Table GB . Probe Name Ag2218 



Primers 


Sequences 


Length 


Start Position 


SEQ 
ID 
NO: 


Forward; 


5 ^ -ggctgaactcacaccttcatac-3 ' 




22 


150 ! 


576 


Probe 


TET-5 * -ccccatgtacttcttcctctttaacttg-3 • 


-TAMRA 


28 


172 


577 


Reverse 


5 * -tagcattttgggtgtaaacaca-3 ' 


22 


226 


578 



Table GC . Probe Name Ag2360 



Primers! 


Sequences 


Length 


Start Position 


SEQ 
ID 
NO: 


Forward: 


5 ' -ggctgaactcacaccttcatac-3 ' 


22 1 


150 


579 


Probe 


TET-5 • -ccccatgtacttcttcctctttaacttg-3 ' -TAMRA 


28 


172 


580 


Reverse ; 


5 ' -tagcattttgggtgtaaacaca-3 ' 


22 ,„i 


226 


581 



Table GD. Panel 1.3D 



Tissue Name 


ReL Exp,(%) Ag2208, 
Run 165974834 


Tissue Name 


ReL Exp.(%) Ag2208, 
Run 165974834 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAPAN 
2 


0.0 


Renal ca. A498 


21.6 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca. UO-3 1 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 


Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) 


0.0 


Liver (fetal) 


0.0 


Brain (amygdala) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 j 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 i 
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Brain (substantia nigra) 


0.0 

- . ~ 


Lung ca. (small cell) 

T Y 1 




0.0 

tt - — - n 


Brain (thalamus) 


0.0 


Lung ca. (small cell) 


15.8 


Cerebral Cortex 


0.0 

1 - j—asj— r. - 


Lung ca. (s.cell var.) 

cup 77 

■ — " - ' ■ -.-J. J— 


0.0 


ri... . - . -t — .- 

Spinal cord 


0.0 


Lung ca. (large 

ceil jJNL.l-ri40U 


0.0 


glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 
ceiij Aj4V 


0.0 


glio/astroU-118-MG 

.... . •■ 


0.0 

■T , ,n • ■ 


Lung ca. (non-s.cell) 


0.0 


astrocytoma SW 1783 


0.0 


Lung ca. (non-s.cell) 

nUr-O/ 


0.0 


^ ^ — i 

neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 




0.0 


astrocytoma SF-539 


0.0 


Lung ca. (squam.^ 
SW 900 


0.0 


'—— — 

astrocytoma SNB-75 


0.0 


Lung ca. (squam, J 
NCI-H596 


0.0 

. . . . - . . 


glioma SNB-19 


— ! 

0.0 


Mammary gland 

. ^ . 


U.U 


glioma U25 1 


34.6 

ii 


Breast ca.* (pl.ef) 
MCr-/ 

, , . 


47.6 


glioma SF-295 


0.0 


Breast ca.* (pl.ei) 

MDA-MB-23 1 


0.0 


Heart (Fetal) 


0.0 


T47D 1 


i 38.7 




0 0 

yj ,\j 


Breast ca BT-549 


0.0 

I,, ■ t ■ ■ 11 


' ^ ■ 

Skeletal muscle (Fetal) 1 


0.0 

- = , . J 


Breast ca. MDA-N 

_ 


0.0 

-....-c. _ , UJ^^ 


1 .-.^..^M.^^^.^ f V ■ . ■ ■ ^*..»iP»...~i. . . 

Skeletal muscle 


0.0 


Ovary 


A A 
U.U 


Bone marrow 


0.0 


Ovarian ca. 
OVCAR-3 


0.0 


Thymus 


0.0 


Ovarian ca. 

UVCAK-4 


0.0 


Spleen 


0.0 


Ovarian ca. 

OVLAK-D 


0.0 


Lymph node 


0.0 


Ovarian ca, 
OVCAR-0 


0.0 

■ "■■ - ' 


Colorectal 


15.2 


Ovanan ca. IGROV- | 

1 1 


0.0 


Stomach 


0.0 


Ovarian ca. (ascites) \ 
SK-OV-3 1 


0.0 


Small intestine 


0.0 1 


Uterus 1 


0.0 


Colon ca. SW480 


0.0 


Placenta j 


14.0 
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i^oion ca. oWozu 
(SW480 met) 


0.0 

: -.T , 1 - . . r, -T . .. .1 


Prostate 


0.0 


Colon ca. HT29 


0.0 


rTostate ca. (Done 
met) PC-3 


15.2 


uoion ca. riL/ 1 - 1 1 o 




1 esiis 




Colon ca. CaCo-2 


0.0 


Meianonia 
Hs688(A).T 


0.0 


CL Well to Mod Din 
(OD03866) 


0.0 


Melanoma* (met) 
Hs688(B).T 


0.0 




Colon ca. HCC-2998 ' 

1 ff! "..1 iif] — 1 mUm n n-, 1 r- "ti," t 


A A 

0.0 


Melanoma UALC-oz 

■ — ai.m«.iir8Bmim^i«mrrMn cr r nriT{T-avig.T. ji.iei..-i'.".w.vM-..Ti 


Ark A 


Gastric ca. (liver met) 

NCl-iSlo/ 


0.0 


Melanoma M14 


0.0 


Bladder 


0.0 


ivieianoma lxjj^ 
IMVI 


0.0 


Trachea 

. « = ^ 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 



Table GE. Panel 2D 



Tissue Name 


Rel. Exp.(%) 
Ag2360, Run 
i 164158100 


Tissue Name 

;. i. .>s» • — 


Rel. Exp.(%) 
Ag2360, Run 
1 164158100 


Normal Colon 


11.2 

- 


Kidney Margin 
8120608 


0.0 


CC Well to Mod Diff 
(OD03866) 


0.0 


Kidney Cancer 
8120613 


0.0 


CC Margin (OD03866) 

. . , . ~ . ^ 


11.7 

i 


Kidney Margin 
8120614 


0.0 


CC Gr.2 rectosigmoid ] „ „ 
(OD03868) 1 


Kidney Cancer 
9010320 


0.0 


CC Margin (OD03868) ] 0.0 


Kidney Margin 
9010321 


0.0 


CC Mod Diff j 
(ODO3920) 1 


Normal Uterus 


0.0 


S 

CC Margin (ODO3920) i 0.0 

1 


Uterine Cancer 
064011 


0.0 


CC Gr.2 ascend colon j 
(OD03921) 


: 

: 

0.0 


Normal Thyroid 


0.0 


CC Margin (OD03921) ; 


0.0 


Thyroid Cancer 


0.0 


CC from Partial ; 
Hepatectomy (ODO4309)i 

Mets i 


0.0 


Thyroid Cancer 
A302152 


0.0 


Liver Margin ) 0,0 


Thyroid Margin 


0.0 
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i 


1 A'^n9i 






Colon mets to lung 


1 0.0 

1 

- 


Normal Breast 


0.0 




Lung Margin ((JDU44j1- 


0.0 


Breast Cancer 


3.5 




Normal Prostate 6546-1 


0.0 


j Breast Cancer 


0.0 




Prostate Cancer 


I 0.0 

! 


Breast Cancer Mets 


0.0 






ji a. m,.—- f!.iff,.iii.flniin «in....n..r n, , ft. 




Prostate Margin 


i 0.0 


jBreast Cancer 




0.0 




\\JiJ\jHH IV) 


IVieulSlaSlS 






Prostate Cancer 

[KJlJyJH 1 ZU-U 1 ) 


0.0 


Breast Cancer 




0.0 




Prostate Margin 


4.5 


Breast Cancer 


0.0 




Normal Lung 


r - ' 

i 

0.0 


•p\ . /-«» 

Breast Cancer 

yiuuzoo 

ft 


0.0 


:ffs5:t 


Lung Met to Muscle 


14.2 

i«.*...«n iMiji.aii....iii<i i.i..i..m...i...iMii.i, n; 


Breast Margin 
y iuuzoj 


0.0 




Muscle Margin 


0.0 


Breast cancer 




0.0 


•p ^1 


(OD04286) 


A209073 




V * '* 


Lung Malignant Cancer 

(OD03126) 


0.0 

> 


Breast Margin 
A2090734 


' 

0.0 


1** 


Lung Margin (OD03126) 


0.0 


Normal Liver 


0.0 




Lung Cancer (OD04404) \ 


0.0 


Liver Cancer \ 


17.3 




Lun2 Margin ('OD04404'> : 


0 0 


11 - ' 


0.0 


ip » 


Lung Cancer (OD04565) i 


2.8 


Liver Cancer 1026 


0.0 




JLung Margin ^^uu4D0D ) \ 


U.U 


jLiver oancer ouu4- 1 


0.0 




Lung Cancer (OD04237- 


7.6 


Liver Tissue 6004-N 


0.0 




Lung Margin (OD04237- ; 


0.0 


Liver Cancer 6005-T 


0.0 




vjcuiar Mei Mei lo Liver 
f OD043 1 0) 


0.0 


Liver Tissue 6005-N 


0.0 




Liver Margin 
fODO4310) 


0.0 


Normal Bladder 


0.0 




Melanoma Metastasis 


0.0 


Bladder Cancer 


0.0 




Lung Margin (OD04321) 


0.0 


Bladder Cancer 




100.0 




Normal Kidney 


0.0 


Bladder Cancer 
(OD047 18-01) 


0.0 




Kidney Ca, Nuclear ! 

grade 2 (OD04338) ! 

— - 1 


7.4 


Bladder Normal 
Adjacent (OD047 18- 

03) 


0.0 
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Kidney Margin 

(OD04338) 


' 0.0 


Normal Ovary 


0.0 


Kidney Ca Nuclear grade 

1/2 (OD04339) 


15.7 

1 


Ovarian Cancer 


0.0 


Kidney Margin \ ^ ^ 
(OD04339) i 


Ovarian Cancer 

(UUU4 /oo-U/j 


2.8 


Kidney Ca, Clear cell 
type (OD04340) 


1 

0.0 


Ovary Margin 

(UUU4 /Oo-Uo ) 


0.0 


Kidney Margin 
(OD04340) 


0.0 


■■ 

; 

Normal Stomach 


7.3 


Kidney Ca, Nuclear j ^ ^ 
grade 3 (OD04348) | 


Gastric Cancer 
90603 Do 


0.0 


Kidney Margin 
(OD04348) 


■ 

0.0 


Stomach Margin 
9060359 


0.0 

ill fl <i i..( 1. .n.. i<i<liiii« ,il X. ■> I.. it 


Kidney Cancer j ^ ^ 
(OD04622-01) j 


Gastric Cancer 
9060395 


0.0 

■"■ p.M*inifcM.iMiil^.<MM«., tfi. tW.WiiiiWilllll.l.m.11 UM... 


Kidney Margin j ^ ^ 

(OD04622-03) 1 

■ • i 


Stomach Margin 

AAZTAOAyl 

9060394 

- , , , ■ 


0.0 

iif II 1 . i«. I... r. s —a.— 


Kidney Cancer j ^ ^ 
(OD04450-01) ] 


Gastric Cancer 

90o039 / 


0.0 

1 ft. * r< 


Kidney Margin j 
(OD04450-03) j 


0.0 


Stomach Margin 

9060396 

■ dill J » ■.iitii... 1i, 


0.0 


j 

Kidney Cancer 8120607 


0.0 


Gastric Cancer 
064005 


0.0 



CNS neurodegeneration vl.O Summary: Ag2360 Expression of this gene is 
low/undetectable (CTs >35) across all samples in this panel (data not shown). 



Panel LSD Summary: Ag2208 Expression of the GMAP001804 J gene is highest in a 
sample derived from melanoma cell line UACC-62 (CT = 33.5), In addition, tiiere is 
significant expression in two breast cancer cell lines (MCF-7 and T47D). Thus, the 
expression of this gene could be used to distinguish these samples from other samples in the 
panel Moreover, therapeutic modulation of this gene or its protein product, through the use 
of antibodies, small molecule drugs or protein therapeutics might be of benefit in the 
treatment of breast cancer or melanoma. Ag2218 Results from one experiment using this 
probe/primer set are not included because there were experimental problems with one of the 
wells (data not shown). Ag2360 Expression of this gene is low/undetectable (CTs >35) 
across all samples in this panel (data not shown). 
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Panel 2.2 Summary: Ag2208 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). Ag2218/Ag2360 Data from these 
experiments are not included because there was a high probability chemistry failure (data not 
shown). 

Panel 2D Summary: Ag2360 Low but significant expression of the GMAP001804_J gene 
is limited to a single bladder cancer sample (CT = 34.4). Therefore, expression of this gene 
may be used as a marker for bladder cancer. Furthermore, therapeutic modulation of the 
activity of this gene product may be beneficial in the treatment of bladder cancer. 

Panel 3D Summary: Ag2360 Expression of this gene is low/undetectable (CTs >35) across 
all samples in this panel (data not shown). 

Panel 4D Summary: Ag22Q8/Ag22 1 8/Ag23 60 Expression of this gene is low/undetectable 
(CTs > 35) across all of the samples on this panel (data not shown). 



H- GMAP001804_B/CG54353-01: OLFACTORY RECEPTOR 

Expression of gene GMAP001804_B (also known as CG54353-01) was assessed 
using the primer-probe sets Ag3091 and Ag2549, described in Tables HA and HB, Results of 
the RTQ-PCR runs are shown in Tables HC, HD, HE and HF. 



Table HA . Probe Name Ag3091 



Primers 


Sequences 

rrt mm frrm "r- .-.^ ■- •.icrr-r' -r « - ■f.m.r.. ~ r t r ~ — r . -rr n &....m-,. .,r,.'r7,r-<( 


Length 

.. „ „ 


Start Position 


SEQ 
ID 

NO: 


Br . II II TTiJ.ii ifWn 

Forward 


5 ' -ggtgcatgactcagctgttt-3 • 


20 


294 i 


240 


Probe 


TET-5 ' -tcatctctgaatgttacatgttgacctca-3 ' -TAMRA 


29 I 


330 


241 


Reverse 


5 ' -gccacatagcgatcatatgc-3 ' 


20 


362 


242 



Table HB . Probe Name Ag2549 



Primers; 


Sequences 

: 


Length 


Start Position; 


SEQ ID 
NO: 


Forward; 


5 ' -tctcacctccacacaccaat-3 ' 


20 i 


164 


243 


Probe 


TET-5 • -ttcctcttcaatctctccttcattga-3 ' -TAMRAi 


26 


191 


244 


Reverse 


5 ' -gcattttgggagtgaaaaca-3 ' 


20 

■ 


232 


245 
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Table HC. Panel 1 .3D 



Tissue Name 


Rel. Exp.(%) Ag3091, 
Run 167985245 


j 

Tissue Name 


Rel. Exp.(%) Ag3091, 
Run 167985245 


■ ■ . 

Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


- ~ - «-« = •'"y 

Pancreas 


0.0 


Renal ca. 786-0 


0.0 


t_t _ JS... -t ' - ■,.».».i...t. — .— ij- 

Pancreatic ca. CAP AN ; 
2 


u.u 


l?f*nal A4QR 


0 0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland ^ 


0.0 


Renal ca. UO-31 


0.0 


Pituitary gland 


0.0 ! 


Renal ca. TK-10 


0.0 


Brain (fetal) 


0.0 1 


Liver 


0.0 




0.0 1 


Liver (fetal) 


0.0 


Brain (amygdala) 


0.0 I 


Liver ca. | 
(hepatoblast) HepG2 j 


0.0 


Brain (cerebellum) 


0.0 


Lung 1 


0.0 


Brain (hippocampus) 


u.u 

_ = ' 




1 6 


1 — r 

Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 1 

T V 1 

^ 1 


0.0 


Brain (thalamus) 


0.0 


Lung ca. (small cell) ^ 


0.0 


Cerebral Cortex 


8.1 


Lung ca, (s.cell var.) 
orir-/ / 


0.0 


Spinal cord 


0.0 


Lung ca. (large 

ceil JINUl-rlHOU 


0.0 


glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 
ceuj j\D^y 


2.2 


glio/astro U-118-MG 


4.7 


Lung ca. (non-s.cell) 

1\H^1-i1Zj 


0.0 


astrocytoma S W 1783 


0.0 


Lung ca, (non-s.cell) 


0.0 


neuro*; met SK-N-AS 


0.0 


i^ung cd. ^non-b.c-i^ 
NCI-H522 


0.0 


astrocytoma SF-539 


0.0 


Lung ca. (^squam.j 
SW 900 


0.0 


■■ '.v-i -a .n.-^ ■ -.^ ^— ■ fiT-i.r..i.i 

astrocytoma SNB-75 


0.0 


Lune ca fsauam.) 
NCI-H596 


1 0.0 


glioma SNB-19 


0.0 


Mammary gland 

.„ , . .,, . — — ~. — -< — • ■ — ■ 


0.0 

4 . 


glioma U25 1 


0.0 


Breast ca.* (pl.ef) 
MCF-7 


1 74.7 

i 


glioma SF-295 


1.2 


Breast ca.* (pl.ef) 
MDA-MB-231 


0.0 
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Heart (Fetal) 

a i- 


— i ■ 1 

0.0 


Breast ca.* fpl. ef) 
T47D 


! 

100.0 


OCdll 


00 


Breast ca. BT-549 


0.0 1 


Skeletal muscle (Fetal) : 


0.0 


Breast ca. MDA-N 


0.0 


»ui K,t.,iy<>,.r<..r<r. . '» i»i iiiiiiirt 

Skeletal muscle 


A A 
U.U 


wvary 


V.V/ 


Bone marrow 


0.0 


Ovarian ca. 


0.0 


Thymus 


0.0 


Ovarian ca. 

(J VCAK-4 


15.7 


Spleen 

* 


0.0 


Ovarian ca. 

U VL/AKO 


0.0 


Lymph node 


0.0 

^ — , — 


Ovarian ca. 

U Vv_xAK-o 


0.0 




Colorectal 


5.5 


(Jvarian ca. ioKU v - 
1 


0.0 


Stomach 


0.0 


Ovarian ca. (ascites) 
SK-OV-3 


0.0 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


0.0 


Placenta 


U.U 


Colon ca.* SW620 
(SW480 met) 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


rro state ca. (^Done 
met) PC-3 


8.3 


Colon ca.HCT-1 16 


0.0 


Testis 


1 A 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 


CC Well to Mod Diff ; 
(OD03866) 


0.0 


Melanoma^ (met) 
Hs688(B).T 


0.0 


Colon ca. HCC-2998 i 


0.0 


Melanoma UACC-oz 




Gastric ca. (liver met) 

NCI-N87 


0.0 

^. - 


Melanoma Ml 4 


0.0 


Bladder 


0.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0:0 


Adipose 


0.0 


Table HD. Panel 2.2 


Tissue Name 


Rel. Exp.(%) 
Ag3091, Run 
174285051 


Tissue Name 


Rel. Exp.(%) 
Ag3091, Run 
174285051 




Normal Colon 


0.0 : 


Kidney Margin 
(OD04348) 


0.0 
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11 e n 



Colon cancer 
(OD06064) 


0.0 


Kidney malignant 

cancer ((juu 0/u4d ; 

- - •» - .... - 


0.0 


Colon Margin 
(OD06064) 


0.0 


Kidney normal adjacent 
tissue ((jDUo/U4bj 


10.7 


Colon cancer 
(OD06159) 


0.0 


Kidney Cancer 

(ODU44ju-UiJ 


0.0 


Colon Margin 
(OD06159) 


0.0 


Kidney Margin 
(OD04450-03) 


0.0 


Colon cancer 
(OD06297-04) 


0.0 


Kidney Cancer 
8120613 


0.0 


Colon Margin 

(OD06297-015) 


0.0 


Kidney Margin 
8120614 


0.0 


CC Gr.2 ascend colon ■ 
(OD03921) 


0.0 


Kidney Cancer 
9010320 

, » — ? 


0.0 


CC Margin (OD03921) 


0.0 


Kidney Margin 
9010321 


15.6 


., „, . ■ , ■ • ■ ' 

Colon cancer metastasis ; 
(OD06104) 


III 1 1 II r 

J 

0.0 


Kidney Cancer 

8120607 


0.0 


Lung Margin 
(OD06104) 


8.7 

■ 


Kidney Margin 
8120608 

1 — ■ * 


0.0 

! — - "■" — 


Colon mets to lung 
(OD04451-01) 


0.0 


Normal Uterus 


13.8 


Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 06401 1 


0.0 


Normal Prostate 


0.0 


Normal Thyroid 


A A 

0.0 


i 

Prostate Cancer 

(OD04410) i 


0.0 


Thyroid Cancer 


0.0 


Prostate Margin 
(OD04410) ; 


0.0 


Thyroid Cancer 
A3 02 152 


0.0 


Normal Ovarv 


0.0 


Thyroid Margin 
A302153 

.. 


0.0 


Ovarian cancer 
(OD06283-03) 




0.0 


Normal Breast 


0.0 


Ovarian Margin 
(OD06283-07) 


0.0 


Breast Cancer 


0.0 


Ovarian Cancer 


4.1 


Breast Cancer 


0.0 


' 

Ovarian cancer 

(OD06145) 


0.0 


Breast Cancer 
(OD04590-01) 


0.0 


Ovarian Margin 
(OD06145) 


22.8 


Breast Cancer Mets 


0.0 


Ovarian cancer 
(OD06455-03) 


0.0 


Breast Cancer 

Metastasis 


0.0 


Ovarian Margin 

(OD06455-07) 


0.0 


Breast Cancer 


0.0 
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Normal Lung 


A A 
U.U 


rJreasi uancer y i uuzoo : 


U.U 


Invasive poor diff. lung 
adeno(ODO4945-01 


11.3 




Breast Margin 9100265 


0.0 


Lung Margin 
(ODO4945-03) 


0.0 


Breast Cancer A209073 


0.0 


Lung Malignant Cancer 
(OD03126) 


0.0 


Breast Margin 


0.0 


^ ^ — . — 

Lung Margin 

(OD03126) 


0.0 

LMi . " 


Breast cancer 
(UDOoUoi) 


0.0 


' -rt T 

Lung Cancer 
(OD05014A) 


0.0 


Breast cancer node 
metastasis (OD06083) 


0.0 


Lung Margin 
(OD05014B) 


4.0 


Normal Liver 


0.0 


w — . . s 

Lung cancer (OD06081) 


0.0 

a..r, .mi..T-,T — r.=..n.a,.a,.m,.„-...T.ffl--Bi 


Liver Cancer lUZo 


A A 

U.U 


Lung Margin 

(OD06081) 


0.0 


Liver Cancer 1025 


0.0 


Lung Cancer 
(OD04237-01) 


0.0 


Liver Cancer 6004-T 


0.0 


Lung Margin 
(OD04237-02) 


0.0 


Liver Tissue 6004-N 


0.0 


Ocular Mel Met to Liver 
(ODO4310) 


0.0 


Liver Cancer 6005-T 


0.0 

. 


Liver Margin 

(UDU43AUJ 


0.0 


\ 

Liver Tissue 6005-N 

- : 


0.0 


Melanoma Metastasis 


0.0 


Liver Cancer 


14.5 


Lung Margin 
(OD04321) 


0.0 


Normal Bladder 


0.0 


Normal Kidney 


' T'.ll T . r , ,n,„.^,. ' ' " . 

0.0 


Bladder Cancer 

; ■ 


A A 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


13.0 


Bladder Cancer 


100.0 


Kidney Margin 
(OD04338) 


14.8 


Normal Stomach 


0.0 


Kidney Ca Nuclear 

grade 1/2 (OD04339) 


0.0 


Gastric Cancer 
9060397 


0.0 


Kidney Margin 
(OD04339) 


0.0 


Stomach Margin 
9060396 

^ ! 1 


5.4 


; ^ 

Kidney Ca, Clear cell 
type (OD04340) 


0.0 


Gastric Cancer 


15.0 


Kidney Margin 
(OD04340) 


0.0 


Stomach Margin 
19060394 


0.0 


Kidney Ca, Nuclear 
grade 3 (OD04348) 


j 0.0 


Gastric Cancer 064005 


0.0 

■ 1 .« MUMH**MmMI,I.M.ia^: I till 1 II 1 <l l.ii«l»...fc»...«»*.«...J>.i 
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1' 

Tissue Name 


Rel. 
Exp.(%) 
Ag2549, 

Run 
224781632 


Rel. 
Exp.(%) 
Ag3091, 1 

"O man 

Kun 
175179976 j 


Tissue Name 


Rel. 

Exp.(%) 
Ag2549, 

Pun 

224781632 


Rel. 

Exp.(%) 
Ag3091, 

Run 

175179976 


Secondary Thl act \ 


0.0 


0.0 


HUVEC IL-lbeta 

; 


0.0 


0.0 


Secondary Th2 act 


0.0 


0.0 


HUVEC IFN 
gamma 


0.2 

,ai....ii.i..n«i.h « 1 iiiintf«»m,..*..fct. 


0.0 


Secondary T rl act 


0.0 


U.U 

■ 

i 


HUVEC TNF 
aipiia -r irJN 
gamma 


0 0 


0 0 


M 

Secondary Thl rest 


0.0 


1 

0.0 


HUVEC TNF 
alpna + iiA 


0.0 


0.0 


Secondary Thl rest 


0.2 


0.0 


HUVEC IL-1 1 


0.0 


0.0 


Secondary Trl rest 


0.0 


0.0 


Lung 

Microvascular EC 
none 


0.0 


0.0 


Primary Thl act 


— • , 

0.0 


0.0 


Lung 

Microvascular EC 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 


Jrnm<iry iilz. ac/i 


0 0 


0 0 


Microvascular 
Dermal EC none : 


0.0 


0.0 


Primary Trl act 


0.0 


0.0 


Microsvasular 
Dermal EC 
TNFalpha + IL- 
lbeta 


0.0 


0.0 


Primary Thl rest 


0.0 


0.0 


Bronchial 
epithelium 
TNFalpha + 
ILlbeta 


0.0 


0.0 


Allllla.iy 1 LIZ. Ivi/OL 


0 0 

V/. V 


00 


Small airway 
epithelium none 


0.0 


0.0 

^ni.^. it.n * rrfTffr.fmvjR.* ,.n-. ..i 


Primary Trl rest 


0.0 


0.0 


Small airway 
epithelium 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


0.0 


Coronery artery 
SMC rest 


0.0 


0.0 


CD45RO CD4 
lymphocyte act 


u.u 


V/.U 


1 Coronery artery 
^MP TNFalnha + 

IL-lbeta 

i 


0 0 


0 5 


CDS lymphocyte 
act 


0.0 


0.0 


Astrocytes rest 


0.0 


0.0 


Secondary CDS 


J 

0.0 


0.0 


Astrocytes 


0.0 


0.0 
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lymphocyte rest j 




iTNFalpha + IL- 
jlbeta 




. — iB T, —I......... 


Secondary CDS 
lymphocyte act 


0.0 


n n i 


KU-812 
(Basophil) rest 


0.2 


0.0 


— 

none 


0.0 


0.0 1 


KU-812 

(Basophil) 
PMA/ionomycin 


0.0 


0.4 


■ -1 

2ry 

Thl/Th2/Trl anti- 
CD95CH11 


0.0 


i 

0.0 


CCD1106 

(Keratinocytes) 

none 


0.0 


0.0 


LAK cells rest 


0.0 


0 0 

■ 


CCD 11 06 
(Keratinocytes) 
TNFalpha + IL- 

Ibeta 


0.0 

1 — 


0.0 


LAK cells IL-2 


0.0 


0.0 


Liver cirrhosis 


U.J 

J 


V/.U 


LAK cells IL- 
2+IL-12 


0.0 


0 0 


NCI-H292 none 


0.2 


0.0 


LAK cells IL- 
2+IFN gamma 


0.0 


0 0 

) 

j 


NCI-H292 IL-4 


0.0 


0.0 


LAK cells IL-2+ ; 
IL-18 


0.0 

■ 

I .., , . .„„ ^,„,.^ 


00 

.„„i.,.,. r, — 


NCI-H292 IL-9 


0.0 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


0 0 


NCI-H292 IL-13 

w jw*f*« ^ ^ 


0.0 


0.0 


NK Cells IL-2 rest 


0.0 


0 0 

v.V/ 


NCI-H292 IFN 
gamma 


0.0 


0.0 


Two Way MLR 3 

day 


0.0 


0.0 


HPAEC none 


0.0 


0.0 


^ — r,,,f,»,', ■, — - ■■ ■- "i-i-Ti- 

Two Way MLR 5 

day 


0.0 


0.0 


HPAEC TNF 
alpha + IL-1 beta 


0.0 


0.0 


Two Way MLR 7 
day 


0.0 


0.0 


Lung fibroblast 
none 


0.0 


2.3 


PBMC rest 


0.0 


0.0 


Lung fibroblast 
TNF alpha + IL-1 
beta 


0.2 


0.0 


PBMC PWM 


0.0 


0 0 


Lung fibroblast 
IL-4 


0.0 


0.0 


PBMC PHA-L 


0.0 


0.0 


1 Lung fibroblast 
IL-9 

■■ ,.. ^ ,»fr/.wivirc mnn-rrvrtmnMia 


0.7 


0.0 


Ramos (B cell) 
none 


0.0 


0.0 


Lung fibroblast 
IL-13 

rm«g..«i.s cTT-r mB.T.i r i f ■.rfaBanm..tr, - .- 


0.0 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


0.0 


Lung fibroblast 

1 IFN gamma 


0.0 


0.0 


B lymphocytes 
PWM 


0.0 


0.0 


! Dermal fibroblast 
CCD 1070 rest 


0.0 


0.3 
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R 1 vmnlinfvtfiS 

CD40L and IL-4 ; 


0.0 


"I 

0.0 \ 


Demial fibroblast 
CCD 1070 TNF 
alpha 

1 — — s — . 


0.0 


0.0 


EOL-1 dbcAMP 


0.2 


0.0 


Dermal fibroblast ; 

CCD1070IL-1 

beta 


0.0 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


0.0 


Dermal fibroblast 
IFN gamma 


0.4 


0.0 


Dendritic cells 
none 


0.9 


1.7 


Dermal fibroblast 

TT A 

1 i4. .,, *■ ■ -— 


0.2 


0.0 


Dendritic cells LPS 


0.2 


0.0 


Dermal 

Fibroblasts rest 

-ji » \ " »' ill''' — — -— r 


0.6 


0.0 

: r, , < 


Uenanuc ceiis anii- 
CD40 


0.4 


5.1 


^piifrnTibils 

i > t U. Ll V/ L/lll 1 0 

TNFa+LPS 

\ 


0.4 


0.7 


Monocvtes rest 


0.0 


0.0 


Neutrophils rest 

■ 


1.1 


3.1 


Monocytes LPS 


' , ,,, —I 

0.0 i 


0.0 

I 


Colon 


1.3 


1.8 


Macrophages rest 


1 0.7 


4.1 


Lung 


1 2.6 


3.9 


Macrophages LPS 


1 0.0 j 0.0 




Thymus 


1 14.3 


7.0 


HUVEC none 


1 0.0 


1 0.0 


Kidney 


1 100.0 


100.0 


HUVEC starved 


! 0.0 


1 0.0 




! 

! 1 



Table HF. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Ag3091, Run 
164525694 


Tissue Name 


Rel. Exp.(%) 
Ag3091, Run 
164525694 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 

gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 | 

.„ „ — 1 rrasarmn m f-rmrnr-rrrjT, , .■raaacg 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.0 
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Primary Trl rest 

* 


0.0 


Small airway epitheHum 
llNraipna + iL-ioeia 


0.0 




CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 

as « 4> «= H 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery omv^ 
TNFalpha + IL-lbeta 

■■■■fflt p... r ^ " T T 


0.0 


CDS lymphocyte act 


A A 
0.0 


Astrocytes rest 


0 0 
yj.yj 


— — ~ — — = — — ] 

Secondary CDS 

lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
iL- 1 beta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


.rn-irr nit nT Ti* .n.n.in i f.t." — .T..it-.i, ft? " — i— ; 

0.0 


KU-8 12 (Basophil) 
PMA/ionomycin 


0.0 


2ry Thl/Th2/Trl_anti- 


0.0 


CCDl lUo (rLeratmocytes) 


0.0 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalnha + IL-lbeta 


0.0 


TAT/' r^Allo TT 0 

LAR cells IL-Z 




T ivf*r f iTThn<ii^ 

JL/iVv«l V/lH-livlOJiO 


0.0 


LAK cells IL-2+IL-.12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


0.0 


LAiv cells IL-ZT IJL-lo 






0.0 


LAiv cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


JNlv (^eiis rest 




NrT-H2Q2TT-13 


0.0 


T r ■ -w rr T IT tn-ft> inTrrm 

1 WO w ay MLK D flay 


VJ.U 


NrT-H9Ql TFN aamma 


00 

~ r; - * ■ .r* ^-—--•^---•^,r, .mrirr-'-'-" - i /iTTi Trim ttit n-^ 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha + IL-1 

UCul 


0.0 


PBMC rest 




T iinrr ■fiVirAliljiQl" TiATIP 
l^ull^ liUlvlUladt llVJJlic::' 


0 0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


17.0 


Ramos (B cell) none 


0.0 


Lung iibroblast iL-y 


U.O 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL-1 3 


0.0 


B Ivmnhocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CU4UL 
and IL-4 


0.0 


T^p»rmc>l ■fiVtrAVilaci' 
JL/Clllld.1 llUl\JUlclc>l 

CCD 1070 rest 


0.0 

; n !■ » 


EOL-1 dbcAMP 


0.0 


Deraial fibroblast 
CCD1070 TNF alpha 

■ ■ = =^ --Ti.ntnwfi.i e 


0.0 

. ■■«. — 


: ■ - ... T. „ JB 

EOL-1 dbcAMP 


0.0 


Dermal fibroblast 


0.0 
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PMA/ionomycin 




CCD 1070 IL-1 beta 




— 1 

Dendritic cells none 


3L6 


Dermal fibroblast IFN 


0.0 


jjenQniic ceiis jljto 


*T.U 

, 1 1 1 III 1 iriT 1 •"' " " 


normal fibrobla<;t TT -4 

J. iMvUii. 1 »t .WJt...*...<. 1 ,f, 1 <i , J mm.turt^: Mi, 


0 0 


uenantic cells anii- 
CD40 

.^....^ 


43.2 


• 

IBD Colitis 2 


2.9 


Kfonocvtes rest 


.. 

0,0 


IBD Crohn's 


7.6 


Monocytes LPS 


0.0 


Colon 


40.1 


Macrophages rest 


100.0 


Lung 


55.9 


Macrophages LPS 


1 0.0 


Thymus 


0.0 


HUVEC none 


1 0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







CNS_Neurodegeneration_vLO Summary: Ag2549 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



Panel LSD Summary: Ag3091 The expression of the GMAP001804_B gene appears to be 
restricted to two breast cancer cell lines. Interestingly, both of these cell lines are positive for 
estrogen receptor expression. Thus, this gene may be a marker for estrogen receptor positive 
breast cancer cells. Further, therapeutic modulation of this gene may be of use in the 
treatment of breast cancer or other breast related diseases. Ag2549 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 

Panel 2.2 Summary: Ag3091 Two RTQ-PCR experiments were performed using 
probe/primer set Ag309L In one experiment, AP001804_D gene expression was low to 
undetectable (CT values >35) in all samples (data not shown). In the other experiment, 
expression was low/undectable in all samples except a single bladder cancer cell Une 
(CT=34.5). Expression levels are too low for reliable analysis. Ag2549 Expression of this 
gene is low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 

Panel 4.1D Summary: Ag2549 The GMAP001804_B gene is expressed at detectable levels 
in the kidney with lower expression in the thymus. The putative GPCR encoded for by this 
gene could allow cells within the kidney to respond to specific microenvironmental signals. 
Therefore, antibody or small molecule therapies designed with the protein encoded for by this 
gene could modulate kidney function and be important in the treatment of inflammatory or 
autoimmune diseases that affect the kidney, including lupus and glomerulonephritis. Please 
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note that data from a second experiment with the same probe and primer set showed 
low/undetectable levels of expression in all the samples in this panel (Data not shown). 

Panel 4D Summary: Agl639 The GMAP001804_B transcript is detectable in resting 
5 macrophages and not at significant levels in other cell types. The putative GPCR encoded for 
by this transcript may therefore be important in macrophage detection of chemokine gradients 
and trafficking into specific sites within a tissue and in activation. Antibody or protein 
therapeutics designed against the AP001804_D protein encoded for by this transcript could 
reduce or inhibit inflammation in asthma, emphysema, allergy, psoriasis, arthritis, or any 
10 other condition in which macrophage localization/activation is important. 



I. GMAC011711_I/CG152295-01: Olfactory Receptor 

Expression of gene GMAC01171 1_I (also known as CG152295-01) was assessed 
1 5 using the primer-probe set Ag2352, described in Table lA. Results of the RTQ-PCR runs are 
shown in Tables IB and IC. 

Table lA . Probe Name Ag2352 



Primers 


Sequences 


Length: 


Start Position 


SEQID 
NO: 


Forward 

- 


5 ' -ttttgcaaagtcaatgtccttt-3 ' 


22 ; 


514 

— . 


246 


Probe 


TET-5 ' -attcttactgcttccaccctgatgcg-3 ' -TAMRA. 


26 1 


539 


247 


Reverse 


5 • -agctgttcatccttgaatcaga-3 ' 


22 ; 


580 


248 



Table IB. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) Ag2352, 
Run 165974846 


Tissue Name | 


Rel. Exp.(%) Ag2352, 
Run 165974846 


Liver adenocarcinoma i 


1.5 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAPAN 
2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca. UO-3 1 i 


0.0 


Pituitary gland 


0.0 


Renal ca.TK-10 j 


0.0 
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jtsrain ^leiai ) 


0 0 


T ivpr 

JL/l V ^1 


0 0 


uram ^wnoiej 






0 0 


iiiini 111! 1 »..* «.■..." u — «4 

Brain (amygdala) 


,1.1. M . ■ » M*"- 

0.0 

f IT millllin' K iiiftmO-Wi.it.Ti J 1 ■ lMlli«.rli,i r 1 


Liver ca. 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


■ 

Brain (hippocampus) 


3.2 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 

T 'XT' 1 

LX-1 


0.0 


Brain (thalamus) 


0.0 


Lung ca. (small cell) 
NCI-H69 


57.8 

■ 


Cerebral Cortex 

_ 


«" '.•^'^^O' ■■■■n.-.m V 1,, . ^ 

0.0 


Lung ca. (s.cell var.) 
SHP-77 


100.0 


Sninal cord 


0.0 


Lung ca. (large 
cell)NCI-H460 


0.0 


Glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 
cell) A549 


0.0 


- - — = ^ 

Glio/astro U-118-MG 


0.0 


Lung ca. (non-s.cell) 

NCI-H23 


3.4 


astrocytoma S W 1783 ; 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


6.3 


neuro*- met SK-N-AS : 


0.0 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 


\ 

astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW 900 i 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 

NC1-H596 


1 42.0 


Glioma SNB- 19 I 


0.0 


Mammary gland 


0.0 


Glioma U25 1 


0.0 


Breast ca.* (pl.ef) 
MCF-7 


0.0 

' - • — ' 


Glioma SF-295 


0.0 


Breast ca.* (pl.ei) 

MUA-MJt)-Z J 1 


0.0 


Heart (Fetal) 


3.3 


jDreasi ca. ^pi. eij 
T47D 


0.0 

1 


Heart 


1 7 


oreasL ca. 13 1 - 




Skeletal muscle (Fetal) 


0.0 


Breast ca. MDA-N 

" — ' 


0.0 

■ - ■' 


Skeletal muscle 


0.0 

" • 


Ovary 


0.0 




Bone marrow 


0.0 


Ovarian ca, 

OVCAR-3 


0.0 


Thymus 


0.0 


Ovarian ca. 
OVCAR-4 


0.0 


Spleen 


0.0 


Ovarian ca, 
OVCAR-5 


2.7 


Lymph node 


3.8 


Ovarian ca. 


0.0 
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; 


UVCAK-o 




Colorectal 


\ i 

0.0 


Uvanan ca. lUKUV- , 
1 


3.4 


Stomach 


0.0 


Ovarian ca. (ascites) 
SK-OV-3 

- = " 


4.3 


Small intestine 


0.0 


Uterus 


1.0 


LrA.ryn.yrr. .*tf. ^-^ ^r^iH^rr - - ^ -■ ^ ^ ^ 

Colon ca. SW480 


0.0 


Placenta 




Colon ca.* SW620 
(SW480 met) 


0.0 


Prostate 


3.9 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met) PC-3 

— 


0.0 


Colon ca. HCT-1 16 


0.0 


Testis 


u.u 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 


CC Well to Mod Diff 
(OD03866) 


0.0 

_ 


Melanoma* (met) 
Hs688(B).T 


0.0 


Colon ca. HCC-2998 


0.0 


Melanoma UACC-o2 




Gastric ca. (liver met) 
NCI-N87 


0.0 


Melanoma M14 


0.0 


Bladder 


0.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


■ 

4.7 


Melanoma* (met) 
SK-MEL-5 


0.0 


...n. -r — ..n.. n - ■"■ 

Kidney 


1.5 


Adipose | 0.0 


Table IC. Panel 2D 


Rel. Exp.(%) 
Tissue Name 1 Ag2352,Run 

j 164148259 


Tissue Name 


Rel. £xp.(%) 
Ag2352, Run 
164148259 


Normal Colon 1 4.1 

1 


Kidney Margin 
8120608 


0.7 


CC Well to Mod Diff '• , g 
(OD03866) 1 


Kidney Cancer 
8120613 


4.8 


■ ' r*— " *~ 

CC Margin (0D03 866) I 0.8 

i 


1 Kidney Margin 
18120614 


0.0 


CC Gr.2 rectosigmoid , ^ ^ 
(OD03868) 1 


(Kidney Cancer 
19010320 


0.0 


CC Margin (OD03868) 0.0 


Kidney Margin 
9010321 


0.0 


CC Mod Diff Q Q 
(ODO3920) 


Normal Uterus 


1.3 


CC Margin (ODO3920) • 0.0 


Uterine Cancer 

: 064011 


0.0 



^ . j f j fjf^ ^. jj l ^^j l^ j^jfij.^ 1 .M„ u rtiifl-.n it..1..... It t .. I f Jh T--1 if .. .r i lr. rf--"— -'--f -T^-TTi-'jmrlf-rli.lW"- A ■<iiVii ftlH JttftlfljumirmilaitthirniT-rfvTtr^U'"-*^^ 
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CC Gr.2 ascend colon 1 q ^ 
(OD03921) ', ' 1 


• " ' • 

Normal Thyroid 


0.0 


CC Margin (OD03921) ' 2.0 


Thyroid Cancer 


0.0 


CC from Partial j 
Hepatectomy (ODO4309)i 
Mets 1 


■ 

0.0 


Thyroid Cancer 
A302152 


0.5 


Liver Margin j qq 
(ODO4309) ! 


Thyroid Margin 
A302153 


0.0 


Imm-^ MiT-n rr - " -r— w -n ^ i , ,.-m - rmiflm ,,.,,T„,r,r -i.'j 

Colon mets to lung | ^ q 
(OD04451-01) ! 


Normal Breast 


0.0 


Lung Margin (OD04451- 
02) 


0.0 


Breast Cancer | 


0.0 


t 

Normal Prostate 6546-1 1 100*0 

1 J 


Breast Cancer 
(OD04590-01) 


0.0 


■■ — > — — — i — — — ~ , 

Prostate Cancer j ©c 3 

(OD04410) 1 


Breast Cancer Mets 
(OD04590-03) 


0.0 


Prostate Margin 1 ^ 
(OD04410) ; 


Breast Cancer 
Metastasis 


0.0 


Prostate Cancer i -n^ 
(OD04720-01) 1 


Breast Cancer 


0.0 


1 : « 1- ~~ ; 

Prostate Margin ; ^5 7 
(OD04720-02) j 


Breast Cancer 


0.4 


i " 

Normal Lung j 0.0 


Breast Cancer 

9100266 


1.4 


Lung Met to Muscle | ^ 7 
(OD04286) \ 


Breast Margin 
9100265 


0.0 


Muscle Margin j ^ q 
(OD04286) \ 


Breast Cancer 


0.7 


Lung Malignant Cancer 
(OD03126) J 


19.2 

1 


A2090734 


0.0 


Lung Margin (OD03126) ; 


1.3 


Normal Liver 


0.8 


Lung Cancer (OD04404) \ 


0.0 


Liver Cancer 


0.0 

: . 


Lung Margin (OD04404) j 


0.0 


Liver Cancer 1025 

■ _n,. - — II «f>i 


0.0 


Lung Cancer (OD04565) : 


0.0 


Liver Cancer 1026 


0.8 


Lung Margin (OD04565) ! 


— ' — • 

0.0 


Liver Cancer 6004-T 0.0 


Lung Cancer (OD04237- ; 
01) 


0.0 


Liver Tissue 6004-N 


2.0 


Lung Margin (OD04237- j , ^ 
02) 1 


Liver Cancer 6005-T 

' ' — — ■ 


0.0 


Ocular Mel Met to Liver 

(ODO4310) 


1 0.0 


Liver Tissue 6005 -N 


1 

0.0 


Liver Margin 
(ODO4310) 


0.6 


Normal Bladder 


0.7 


Melanoma Metastasis 


; 0.0 


[Bladder Cancer 


0.0 ! 
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Lung Margin (OD04321) | 


0.8 jBladder Cancer 


3.2 


Normal Kidney 


0 0 


Bladder Cancer 
(OD047 18-01) 


1.2 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


0.0 


Bladder Normal 
Adjacent (OD047 18- 
03) 


0.0 


. - .f!.. .1] 

Kidney Margin 
(OD04338) 


0.8 

- — T) . . - 1,. - r 


Normal Ovary 


0.0 


Kidney Ca Nuclear grade 

'/2 (OD04339) 


0.0 


Ovarian Cancer 


0.0 


Kidney Margin 

(OD04339) 


0.0 


Ovarian Cancer 
(OD04768-07) 


0.0 


Kidney Ca, Clear cell j qq 
type (OD04340) \ 


Ovary Margin 
(OD04768-08) 


0.0 


Kidney Margin ' qq 
(OD04340) 1 ■ ■ 


Normal Stomach 


0.0 


Kidney Ca, Nuclear 
grade 3 (OD04348) 


! 0.0 


Gastric Cancer 
9060358 


0.0 


Kidney Margin 
(OD04348) 


j 0.6 


Stomach Margin 
9060359 


0.0 


Kidney Cancer 
(OD04622-0I) 


i 0.0 

1 


Gastric Cancer 
9060395 

- 


0.0 


Kidney Margin j q q 
(OD04622-03) ! 


Stomach Margin 

9060394 


0.0 


: » _ 4—— 

Kidney Cancer . q ^ 
(OD04450-01) ; 


Gastric Cancer 
9060397 


0.0 


Kidney Margin ] qq 
(OD04450-03) i 


jStomach Margin 
19060396 


0.0 


< 

Kidney Cancer 8120607 j 0.0 


Gastric Cancer 
1064005 


0.0 



Panel 1.3D Summary: Ag2352 Low but significant expression of the GMACOl 171 1_I gene 
is detected in three lung cancer cell lines (CTs = 33.2-34.5). Therefore, expression of this 
gene may be used to distinguish lung cancer cell lines from the other samples on this panel. 
Furthermore, therapeutic modulation of the activity of this gene product may be beneficial for 
the treatment of lung cancer. 



Panel 2D Summary: Ag2352 Expression of the GMACOl 171 IJ gene appears to be highest 
in a sample of normal prostate tissue (CT = 31.1). It also appears that the expression of this 
gene is limited to tissues, normal or malignant, derived from prostate. Thus, the expression of 
this gene could be used to distinguish prostate derived tissue from other tissues in the panel. 
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Moreover, therapeutic modulation of this gene or its protein product, through the use of 
antibodies, small molecule drugs or protein therapeutics might be of benefit in the treatment 
of prostate cancer. 

Panel 4D Summary: Ag2352 Expression is low/undetectable (CTs > 35) across all of the 
samples on this panel, 

J. GMAC009642_C/CG152495-01: Olfactory Receptor 

Expression of gene GMAC009642_C (also known as CGI 52495-01) was assessed 
using the primer-probe set Ag2341, described in Table JA. Results of the RTQ-PCR runs are 
shown in Tables JB, JC, and JD. 

Table JA , Probe Name Ag2341 



Primers 


Sequences 


LengthjStart Positionl 


SEQ ID 

; NO: 


Forward 


5 ' -gattccaggtttagaggaaagc-3 ' 


22 1 


107 


1 249 


Probe 


TET-5 ' -cctgggcatcctttacctccttgctt-3 ' -TAMRA; 


26 I 


149 


1 250 


Reverse 


5 * -agaatggtaacattgcccacta-3 ' 


22 \ 


175 ; 


i 251 



Table JB . CNS_neurodegeneration_vLO 



«iic.iiiii>iiiiiiii<i.ii**,..»iM.uW<ftM>.iw...*»...MM itm mMm,Yi»m*-»., 

Tissue Name 


Rei.Exp.(%)Ag2341, 
Run 207929091 


Tissue Name 


ReL Exp.(%) Ag2341, 
Run 207929091 


AD 1 Hippo 


0.0 


Control (Path) 3 
Temporal Ctx 


0.0 


AD 2 Hippo 


18.2 


Control (Path) 4 
Temporal Ctx 


36.9 


AD 3 Hippo 


0.0 


AD 1 Occipital Ctx | 


7.7 


AD 4 Hippo 


0.0 


AD 2 Occipital Ctx 
(Missing) 


0.0 


AD 5 Hippo 


72.7 


AD 3 Occipital Ctx 


0.0 


AD 6 Hippo 


54.7 

■ 


AD 4 Occipital Ctx 


6.3 

' ' — — 


4 

Control 2 Hippo 


0.0 


AD 5 Occipital Ctx 


0.0 


■ — M - 

Control 4 Hippo 


6.1 


AD 5 Occipital Ctx 


0.0 


Control (Path) 3 


0.0 


Control 1 Occipital 


5.8 


Hippo 


Ctx 


AD 1 Temporal Ctx 


4.0 


[Control 2 Occipital 


24.3 
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LtX 




AD 2 Temporal Ctx 


29.1 


Control 3 Occipital 

Ltx 


14.7 


AD 3 Temporal Ctx 


1.7 


Control 4 Occipital 
Ctx 


0.0 

— 


■ 

AD 4 Temporal Ctx 


..^y-.. r n ■■ " >...**»»*^.^... ■■■■M.p. -• 

10.8 


Control (Path) 1 ; 
Uccipitai utx 


35.4 


AD 5 Inf Temporal 
Ctx 


57.4 


Control (Path) 2 
Occipital ctx 


4.5 


AD 5 Sup 
Temporal Ctx 


= a—A^ 

32.1 


Control (Path) 3 
Occipital Ctx 


0.0 

■ -i^—j 


AD 6 Inf Temporal 
Ctx 


31.6 


Control (Path) 4 
Occipital Ctx 


40.6 


AD 6 Sup 
Temporal Ctx 


100.0 


Control 1 Parietal 
Ctx 


12.9 

„ — . — , 


Control 1 Temporal 
Ctx 


1.2 


Control 2 Parietal 
Ctx 


34.4 


Control 2 Temporal 
Ctx 


0.0 


Control 3 Parietal 
Ctx 


7.6 


iiiiiin-i It 1- » '.'■'« < 

Control 3 Temporal 

Ctx 


■ — - — — ^ 

19.8 


Control (Path) 1 
Parietal Ctx 


22.4 


Control 3 Temporal 

Ctx 


10.4 


Control (Path) 2 
Panetal Ctx 

' ■ 


25.9 


Control (Path) 1 
Temporal Ctx 


1 0.0 


Control (Path) 3 
Parietal Ctx 


0.0 

< .T — — :< ,. 


Control (Path) 2 
Temporal Ctx 


47.3 


Control (Path) 4 
Parietal Ctx 


27.7 

„ , , M II11T ■-, IT til i nii nT— 


Table JC. Panel 2.2 












Tissue Name 


Rel. Exp.(%) 
Ag2341, Run 
174294736 


■ 

Tissue Name 


Rel. Exp.(%) 1 
Ag2341, Run 
174294736 1 


Normal Colon 


94.0 


Kidney Margin 

i(OD04348) 


0.0 


Colon cancer 
(OD06064) 




70.7 


iKidney malignant 
cancer (OD06204B) 


38.4 


Colon Margin 
(OD06064) 


51.1 


IKidney normal adjacent 
tissue (OD06204E) 


0.0 


Colon cancer 
(OD06159) J 


0.0 


iKidney Cancer 
(OD04450-01) 




0.0 


Colon Margin 
(OD06159) 


0.0 


IKidney Margin 
(OD04450-03) 


0.0 


Colon cancer 




0.0 


jKidney Cancer 




0.0 
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(OD06297-04) 




8120613 




Colon Margin 
(OD06297-015) 


51.8 


Kidney Margin 

8120614 


0.0 


; 11 -11,-, 1 — ■ ' 

CC Gr.2 ascend colon 
(OD03921) 


0.0 


Kidney Cancer 
901032U 


0.0 


— ' == = ' 

CC Margin (OD03921) 


41.2 


Kidney Margin 
9010321 


0.0 


Colon cancer metastasis ' 
(OD06104) 


0.0 

- S T. 'i -...V.M =-| 


Kidney Cancer 
8120607 


0.0 


Lung Margin 
(OD06104) 


0.0 


Kidney Margin 
8120608 


0.0 


Colon mets to lung 
(OD04451-01) 


0.0 


Normal Uterus 


81.2 


Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 06401 1 


0.0 




Normal Prostate 


0.0 


Normal Thyroid 


A A 


Prostate Cancer 
(OD04410) 


0.0 


Thyroid Cancer 


0.0 


Prostate Margin 
(OD04410) 


0.0 


Thyroid Cancer 
A302152 


44.1 


Normal Ovarv 


0.0 

'■ 


Thyroid Margin 

A302153 


0.0 


Ovarian cancer 
(OD06283-03) 


\ 

ll.l 


Normal Breast 


0.0 


Ovarian Margin 
(OD06283-07) 


0.0 ' 


Breast Cancer 


0.0 

'. ' 


* — 

Ovarian Cancer 


, w— 1 — f 

66.9 


Breast Cancer 


0.0 


Ovarian cancer 
(OD06145) 


0.0 


Breast Cancer 
(OD04590-01) 


0.0 


Ovarian Margin 
(OD06145) 


— — " — 

33,7 


Breast Cancer Mets 
(OD04590-03) 


0.0 


Ovarian cancer 
(OD06455-03) 


M.llld t t< ' " 

57.0 


Breast Cancer 
Metastasis 

. . .1 E ! — e \1 , t, If flit ... 


0.0 


Ovarian Margin 
(OD06455-07) 


0.0 


Breast Cancer 


0.0 


Normal Lung 


0.0 


Breast Cancer 9100266 


0.0 




Invasive poor diff. lung 
adeno (ODO4945-01 


0.0 


Breast Margin 9100265 


0.0 




Lung Margin 
(ODO4945-03) 


0.0 

- 


Breast Cancer A209073 


52.1 


Lung Malignant Cancer 
(OD03126) 


0.0 


Breast Margin 
A2090734 


0.0 


Lung Margin 
(OD03126) 


0.0 


Breast cancer 

(OD06083) 


85.3 
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Lung Cancer 
(OD05014A) 


0.0 


Jt5reasi cancer noue 
metastasis {OD06083) 


81.2 




Lung Margin 
(OD05014B) 


0.0 


Normal Liver 

- - . 1 


0.0 

, 1^ - ^! -.-r. 




Lung cancer (OD06081) 


26.6 


Liver Cancer lUZo 


ft ft 




Lung Margin 
(OD06081) 


0.0 


Liver Cancer 1025 


0.0 




Lung Cancer 
(OD04237-01) 


0.0 


Liver Cancer 6004-T 


0.0 




Lung Margin 
(OD04237-02) 


0.0 

■ 


Liver Tissue 6004-N 


0.0 




r.. 1. .J .finrif.f! a.......j:tr... iB..M. i'-" 

Ocular Mel Met to Liver 
(ODO4310) 


0.0 


Liver Cancer 6005-T 


0.0 




Liver Margin 
(UUU4J1U} 


■ 

48.3 


Liver Tissue 6005-N 


60.3 




Melanoma Metastasis 


0.0 


Liver Cancer 

r-n.T..j s a r ~. a — = 1 


18.8 




Lung Margin 
(OD04321) 


18.2 


Normal Bladder 

' ■ ■- 


0.0 

; « i*— J *~* 




Normal Kidney 


0.0 


Bladder Cancer 


ft ft 


4*1 m «l 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


33.9 


Bladder Cancer 


100.0 

: 


*f •» <t 


Kidney Margin 
(OD04338) 


0.0 


Normal Stomach 


0.0 


►«-» ***** 


Kidney Ca Nuclear 

grade 1/2 (OD04339) 


0.0 


Gastric Cancer 
9060397 


0.0 


cJi 

" It,* 


Kidney Margin 
(OD04339) 


34.2 


Stomach Margin 
9060396 


0.0 




Kidney Ca, Clear cell 
type (OD04340) 


0.0 


Gastric Cancer 


69.7 




Kidney Margin 
(OD04340) 


33.2 


Stomach Margin 
9060394 


0.0 




Kidney Ca, Nuclear 
grade 3 (OD04348) 


0.0 


Gastric Cancer 064005 


0.0 



Table JD. Panel 4D 



■■ ■ ■■ ' 

Tissue Name 


ReL Exp.(%) 
Ag2341, Run 
164023038 


Tissue Name 


ReL Exp.(%) 
Ag2341, Run 
164023038 | 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 1 


Secondary Th2 act 


7.3 


HUVEC IFN gamma 


0.0 1 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 

gamma 


0.0 


Secondary Thl rest 


0.0 ; 


HUVEC TNF alpha + IL4 


0.0 1 
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Secondary Th2 rest 




RT T\AF«P TT 1 1 


0 0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


19.3 


Primary Thl act 


1 - 11-1 ■■■"■« " "■ 

0.0 


Lung Microvascular EC 

TXTThoI-mVio -I- TT 1 K#af Q 

iiNraipna 11-r-iDcia 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC \ 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
irsraipna ^ iL-iDctd 


0.0 


Primary Thl rest 


9.7 


Bronchial epithelium 
iiNraipna ^ iJLiueia 


0.0 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 
1 JN r aipna + il- i ueta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 

- * m^AJi 


CD45ROCD4 

lymphocyte act 


0.0 


v^oroneiy artery oMV^ 
TNFalpha + IL-lbeta 


0.0 


CD8 lymphocyte act 


0.0 


Astrocytes rest 

— ^ --^ 1 


u.u 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 

TT 1 U.^^-^ 

IL-lbeta 




8.9 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0.0 

- 


KU-812 (Basophil) 

rMA/ionomycm 


0.0 

— 


2ry Thl/Th2/Trl_anti- 


0.0 


LCul lUo (Keraunocytesj 


0.0 


LAK cells rest 


5.8 


CCDl 106 (Keratinocytes) 
TNFfllnha + TT -Ibeta 


0.0 


LAjv ecus il^-/- 


0 fl 

V/.V/ 


T 1v^*^ fiTrliri^i^ 


100.0 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 

' 


0.0 


LAK cells IL-2+IFN 

^dmilla 


0.0 


NCI-H292 none 


22.5 


... — i . — - 

T ATT TT -7+ TT -1 5^ 
UCllo aJ_» 1 o 


22 7 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 




0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NrT-H292 TT -13 


00 


Two Way MLR 3 day 


j 0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day | 0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


1 0.0 


HPAEC TNF alpha + IL-1 
beta 

— ■ 


0.0 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 
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PBMC PWM 


0.0 


Lung fibroblast TNF alpha: 
+ IL-1 beta 


0.0 


PBMC PHA-L ! 


0.0 


Lung fibroblast IL4 


9.9 


Ramos (B cell) none 


ID. 3 


Lung iiDrouiasi iLry 




Ramos (B cell) 

• • 

lonomycm 


0.0 


Lung fibroblast IL- 1 3 


16.7 


B lymphocytes PWM 


9.5 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 
and IL-4 


7.0 


Dermal fibroblast 

CCDlu/U rest 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 

CCDIO/U iNr alpha 


0.0 


EOL-1 dbcAMP 


0.0 

m ~T~n ■ m nrmnrmf" — - -~.».«»-.»-.-^- 


Deimai norooiast 


11.2 


PMA/ionomycin 


CCD1070 IL-1 beta 


Dendritic cells none 


0.0 


Dermal iibroblast IrM 

^CilJLlillCl 


0.0 

- - - - — — -tn...iniit i.imnBnrnn 


jjenumic cciib Lro 


n.iiniii.r; .■....■r.r.nm-mnnT-,,-'- - i-a. ■nr.r.Trr -a-f 

0 0 


Dpimal fiV)roHla«it TT -A 


0 0 


uenaniic ceiis anu- 
CD40 


0.0 


IBD Colitis 2 


18.7 


Monocytes rest 


98.6 


IBD Crohn's 


11.9 


Monocytes LPS 


10.2 


Colon 


25.0 


" - ^ ■ i 

Macrophages rest 


0.0 


Lung 


32.1 


Macrophages LPS \ 


0.0 


Thymus 


23.8 


HUVEC none 


11.3 


Kidney 


7.8 


HUVEC starved 


11.9 







CNS_neurodegeneratioii_vl,0 Summary: Ag2341 The GMAC009642_C gene is 
expressed at low levels in the brains of both normal and Alzheimer's disease patients and 
encodes a putative GPCR. Several neurotransmitter receptors are GPCRs, including the 
dopamine receptor family, the serotonin receptor family, the GABAB receptor, muscarinic 
acetylcholine receptors, and others; thus this GPCR may represent a novel neurotransmitter 
receptor. Targeting various neurotransmitter receptors (dopamine, serotonin) has proven to be 
an effective therapy in psychiatric illnesses such as schizophrenia, bipolar disorder, and 
depression. Furthermore, the cerebral cortex and hippocampus are regions of the brain that 
are known to be involved in Alzheimefs disease, seizure disorders, and in the normal process 
of memory formation. Therefore, therapeutic modulation of this gene or its protein product 
may be beneficial in the treatment of one or more of these diseases, as may stimulation and/or 
blockade of the receptor coded for by the gene. 
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1 . Adenosine, an ubiquitous neuromodulator, and its analogues have been shown to produce 
'depressant* effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated 'depressant' 
effect. 2, We have designed studies to assess whether adenosine A2A receptor antagonists, or 
genetic inactivation of the receptor would be effective in established screening procedures, 
such as tail suspension and forced swim tests, which are predictive of clinical antidepressant 
activity. 3. Adenosine A2A receptor knockout mice were found to be less sensitive to 
'depressant' challenges than their wildtype littermates. Consistently, the adenosine A2A 
receptor blockers SCH 58261 (1 - 10 mg kg(-l), i.p.) and KW 6002 (0.1 - 10 mg kg(-l), p.o.) 
reduced the total immobility time in the tail suspension test. 4. The efficacy of adenosine 
A2A receptor antagonists in reducing immobility time in the tail suspension test was 
confirmed and extended in two groups of mice. Specifically, SCH 58261 (1 - 10 mg kg(-l)) 
and ZM 241385 (15 - 60 mg kg(-l)) were effective in mice previously screened for having 
high immobiUty time, while SCH 58261 at 10 mg kg(-l) reduced immobility of mice that 
were selectively bred for their spontaneous 'helplessness' in this assay. 5. Additional 
experiments were carried out using the forced swim test. SCH 58261 at 10 mg kg(-l) reduced 
the immobility time by 61%, while KW 6002 decreased the total immobility time at the doses 
of 1 and 10 mg kg(-l) by 75 and 79%, respectively. 6. Administration of the dopamine D2 
receptor antagonist haloperidol (50 - 200 microg kg(-l) i.p.) prevented the antidepressant-like 
effects elicited by SCH 58261 (10 mg kg(-l) i.p.) in forced swim test whereas it left unaltered 
its stimulant motor effects. 7. In conclusion, these data support the hypothesis that A2A 
receptor antagonists prolong escape-directed behaviour in two screening tests for 
antidepressants. Altogether the results support the hypothesis that blockade of the adenosine 
A2A receptor might be an interesting target for the development of effective antidepressant 
agents. 
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2001;62 Suppl 15:12-7 
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Although selective serotonin reuptake inhibitors (SSRIs) block serotonin (5-HT) reuptake 
rapidly, their therapeutic action is delayed. The increase in synaptic 5-HT activates feedback 
mechanisms mediated by 5-HTlA (cell body) and 5-HTlB (terminal) autoreceptors, which, 
respectively, reduce the firing in 5-HT neurons and decrease the amount of 5-HT released per 
action potential resulting in attenuated 5-HT neurotransmission. Long-term treatment 
desensitizes the inhibitory 5-HTl autoreceptors, and 5-HT neurotransmission is enhanced. 
The time course of these events is similar to the delay of clinical action. The addition of 
pindolol, which blocks 5-HT 1 A receptors, to SSRI treatment decouples the feedback 
inhibition of 5-HT neuron firing and accelerates and enhances the antidepressant response. 
The neuronal circuitry of the 5-HT and norepinephrine (NE) systems and their connections to 
forebrain areas believed to be involved in depression has been dissected. The firing of 5-HT 
neurons in the raphe nuclei is driven, at least partly, by alpha 1-adrenoceptor-mediated 
excitatory inputs from NE neurons. Inhibitory alpha2-adrenoceptors on the NE 
neuroterminals form part of a feedback control mechanism. Mirtazapine, an antagonist at 
alpha2-adrenoceptors, does not enhance 5-HT neurotransmission directly but disinhibits the 
NE activation of 5-HT neurons and thereby increases S-HT neurotransmission by a 
mechanism that does not require a time-dependent desensitization of receptors. These 
neurobiological phenomena may underhe the apparently faster onset of action of mirtazapine 
compared with the SSRIs. 

3, Tranquillini ME, Reggiani A, Glycine-site antagonists and stroke. Expert Opin Investig 
Drugs 1999 Nov;8(ll): 1837-1 848 

The excitatory amino acid, (S)-glutamic acid, plays an important role in controlling many 
neuronal processes. Its action is mediated by two main groups of receptors: the ionotropic 
receptors (which include NMDA, AMPA and kainic acid subtypes) and the metabotropic 
receptors (mGluR(l-8)) mediating G-protein coupled responses. This review focuses on the 
strychnine insensitive glycine binding site located on the NMDA receptor channel, and on the 
possible use of selective antagonists for the treatment of stroke. Stroke is a devastating 
disease caused by a sudden vascular accident. Neurochemically, a massive release of 
glutamate occurs in neuronal tissue; this overactivates the NMDA receptor, leading to 
increased intracellular calcium influx, which causes neuronal cell death through necrosis. 
NMDA receptor activation strongly depends upon the presence of glycine as a co-agonist. 
Therefore, the administration of a glycine antagonist can block overactivation of NMDA 
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receptors, thus preserving neurones from damage. The glycine antagonists currently 
identified can be divided into five main categories depending on their chemical structure: 
indoles, tetrahydroquinolines, benzoazepines, quinoxalinediones and pyrida-zinoquinolines. 

4. Monopoli A, Lozza G, Forlani A, Mattavelli A, Ongini E. Blockade of adenosine A2A 
receptors by SCH 58261 results in neuroprotective effects in cerebral ischaemia in rats. 
Neuroreport 1998 Dec l;9(17):3955-9 

Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
we assessed whether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0.01 
mg/kg either i.p. or i.v.) administered to normotensive rats 10 min after ischaemia markedly 
reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0.05). Similar 
effects were observed when SCH 58261 (0,01 mg/kg, i.p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially useful biological target for the reduction of brain injury. 

Panel 1.3D Summary: Ag2341 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 

Panel 2,2 Summary: Ag2341 Expression of the GMAC009642_C gene is highest in a 
sample derived from a sample of baldder cancer (CT = 34.5). In addition, there is substantial 
expression of this gene in a gastric cancer, two breast cancers, an ovarian cancer, a colon 
cancer, normal uterus, and a sample derived from normal colon tissue. Thus, the expression 
of this gene could be used to distinguish these tissue samples from others in the panel. 
Moreover, therapeutic modulation of this gene or its protein product, through the use of 
antibodies, small molecule drugs or protein therapeutics might be of benefit in the treatment 
of colon cancer, breast cancer, bladder cancer or ovarian cancer. 

Panel 4D Summary: Ag2341 Low but significant expression of the GMAC009642_C gene 
is detected in a liver cirrhosis sample (CT = 33.08). This gene encodes a putative GPCR; 
therefore, antibodies or small molecule therapeutics could reduce or inhibit fibrosis that 
occurs in liver cirrhosis. In addition, antibodies to this putative GPCR could also be used for 
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the diagnosis of liver cirrhosis. Low level expression of this transcript was also detected in 
resting monocytes (CT=33.1) and normal lung (CT =34.7). 



K. GMAC009758__A /CG148998-01: Olfactory Receptor 

Expression of gene GMAC009758_A (also known as CG148998-01) was assessed 
using the primer-probe set Ag2336, described in Table KA. Results of the RTQ-PCR runs are 
shovm in Tables KB and KC. 



Table KA . Probe Name Ag2336 



PrimersI 


Sequences 


Length 


Start 
Position 


SEQ id! 

NO: 1 


Forward 


5 ' -tggctgaccttatcctgtctac-3 ' 


22 


225 


252 


Probe 


TET-5 ' -actgtgcccaaggccctagccatatt-3 ' - 
TAMRA 


26 


251 


253 1 

ni.,ii;i«,.M<«„,-.>m.,..».-.-.^.^J 


Reverse 


5 ' -atattgctccagcatagaacca-3 ' 


22 


278 


254 j 



Table KB. Panel 2.2 



Tissue Name 


Rel. Exp.(%) 
Ag2336, Run 
174461129 


Tissue Name 


Rel. Exp.(%) 
Ag2336, Run 
174461129 


" ~ = — — a-a-,.«.... n - " 

Normal Colon 


0.0 


Kidney Margin 
(OD04348) 


100.0 


Colon cancer ' 
(OD06064) 


0.0 


Kidney malignant 

cancer (OD06204B) 


0.0 


Colon Margin 
(OD06064) 


0.0 


Kidney normal adjacent 
tissue (OD06204E) 


0.0 


Colon cancer 
(OD06159) 


0.0 

-- ■- — --""i 


Kidney Cancer 
(OD04450-01) 


0.0 


Colon Margin 
(OD06159) 


0.0 


Kidney Margin 
(OD04450-03) 


0.0 


Colon cancer 
(OD06297-04) 


- M^jm-n^^ ■.....■...MMII.M.r.,.. ■ . 

0.0 

J„ „ ,„ ? 


Kidney Cancer 

8120613 


0.0 


Colon Margin 
(OD06297-015) 


0.0 


Kidney Margin 
8120614 


15.3 


CC Gr.2 ascend colon 
(OD03921) 


■ 

0.0 


Kidney Cancer 
9010320 


0.0 


1 ■ - - >-| 1 M.l .1... — ,...J8...,»^..., 

CC Margin (OD03921) 


0.0 


Kidney Margin 
9010321 


0.0 
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_^ — . — - 

Colon cancer metastasis ; 
(OD06104) 


0.0 


Kidney Cancer 


0.0 


— — = ; — = ' — 

Lung Margin 

(OD0ol04) 


0.0 

■■Ji....8i.n * 7am....,'n,n 


Kidney Margin 
o 1 oA^ns 

oi/UOUo 

> f r.^............T.....-;- ....I 


0.0 

« 


Colon mets to lung 
(OD04451-01) 


0.0 


Normal Uterus 


15.1 


Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 06401 1 


0.0 


^ T 1 T\ A. J. 

Normal Prostate 


O.U 


jNormal inyroia 


n n 
u.u 


Prostate Cancer 
(OD04410) 


0.0 


Thyroid Cancer 


14.0 


Prostate Margin 
(OD04410) ; 


0.0 

, , ■ ' ■■ -■ - j 


Thyroid Cancer 

A 1 AO 1 

- t, l(» < > —....^ 


16,0 


Normal Ovary 


0.0 


Thyroid Margin 

A ") f\'^ ICO 

A3021j3 


0.0 


Ovanan cancer 
(OD06283-03) 


29.9 


Normal Breast 


16.8 


Ovanan Margin 
(OD06283-07) 


12.3 


Breast Cancer 


8.5 


Ovanan Cancer 


27.2 


Breast Cancer ^ 


n A 

1 1 - 1 1 ' ' - 


Ovarian cancer 
(OD06145) 


' . II - " '■ i 

0.0 


Breast Cancer 
(OD045yU-Ul) 


0.0 


Ovarian Margin 
(OD06145) 


■ 

0.0 


Breast Cancer Mets 
(OD04590-03) 

1 < !"■■«. »»* '.1 <n wriw.iiww«>«.w«.J*MM.it*..i**...*l»t*~**..»lrt 


0.0 


Ovarian cancer 
(OD06455-03) 


15.9 


Breast Cancer 
Metastasis 


0.0 


Ovanan Margin 
(OD06455-07) 


9.0 


Breast Cancer 


16.4 

■ < ' «" 


Normal Lung 


0.0 


Breast Cancer 9 lUU/oo 


A A 

1 1 


Invasive poor diff. lung 
adeno (ODO4945-01 


0.0 


Breast Margin 9100265 


0.0 


Lung Margin 
(ODO4945-03) 


0.0 


Breast Cancer A209073 


0.0 


^ X > -1 

Lung Malignant Cancer 
(OD03126) 


0.0 




Breast Margin 
A2090734 


8.5 

. 


Lung Margin 

(OD03126) 


0.0 


Breast cancer 
(OD06083) 


16.7 

■ 


Lung Cancer 
(OD05014A) 


0.0 


Breast cancer node 
metastasis (OD06083) 


38.4 

■ 


Lung Margin 
(OD05014B) 


^ — 

17.1 


Normal Liver 


12.9 


Lung cancer (OD06081) 


0.0 

1 


Liver Cancer 1026 

■ r ] 


0.0 


Lung Margin 
(OD06081) 


0.0 


Liver Cancer 1025 

, ,. , „i,„-,i„,ri ni „.r-,r-rit— 


0.0 



Lung Cancer 
(OD04237-01) 


0.0 


Liver Cancer 6004-T 


0.0 


Lung Margin 
(OD04237-02) 


15.6 


Liver Tissue 6004-N 

■ 


0.0 

• — • ' — ' 


— 

Ocular Mel Met to Liver 
(ODO4310) 


0.0 


Liver Cancer 6005-T 


0.0 


Liver Margin 


0.0 


Liver Tissue 6005-N 


0.0 


Melanoma Metastasis 


0.0 


Liver Cancer 


0.0 


Lung Margin 
(OD04321) 


0.0 

. — - — ^ 


Normal Bladder 


0.0 


Normal Kidney 




JtsiauQer uancer 


\J.\J 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


0.0 


Bladder Cancer 


0.0 


. 

Kidney Margin 
(OD04338) 


0.0 


Normal Stomach 


0.0 


Kidney Ca Nuclear 
grade 1/2 (OD04339) 


0.0 


Gastric Cancer 


0.0 


Kidney Margin 
(OD04339) 


0.0 


1 Stomach Margin 


0.0 


Kidney Ca, Clear cell 

type (UL/U4j4Uj 


45.4 


Gastric Cancer 
Q0601QS 


34.4 


Kidney Margin 
(OD04340) 


0.0 


Stomach Margin 
9060394 

--y«- ...... r ■ r ........n 


0.0 


Kidney Ca, Nuclear 
grade 3 (OD04348) 


0.0 




Gastric Cancer 064005 


0.0 



Table KC. Panel 4D 



Tissue Name 


Rel. Exp.(%) \ 
Ag2336, Run 
164023173 


Tissue Name 


Rel. Exp.(%) 
Ag2336, Run 
164023173 


Secondary Thl act 


14.8 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


27.9 


HUVEC IFN gamma 


14.6 

' ' ' 


Secondary Trl act 


7.0 


HUVEC TNF alpha + IFN 

gamma 


0.0 


Secondary Thl rest 


24.8 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


14.2 


HUVECIL-U 


0.0 


Secondary Trl rest 


19.8 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


5.9 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 

. — 


Primary Th2 act 


7.4 


Microvascular Dermal EC 
none 


6.3 
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Primary Trl act 


14.7 


Microsvasular Dermal EC \ 
TNFalpha + IL- 1 beta 


3.4 




Primary Thl rest 


29.5 


Bronchial epithelium 

nPX TT7 _ 1 — . ^ t TT 1'L>a4-^ 

1 Nr alpha + ILl beta 


0.0 


Primary Th2 rest 


23.0 


Small airway epithelium 
none 


0.0 


Primary Trl rest 


11.6 


Small airway epithelium 
TNFalpha + IL- 1 beta 


0.0 


t m jWKi 71 T! ijami.m nmrrCTiTT fffsfa-i 

CD45RA CD4 

lymphocyte act 


6.5 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


9.9 

! — M,.., ; 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CD8 lymphocyte act 


15.6 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


4.7 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0.0 


BCU-8 12 (Basophil) 

PMA/ionomycm 

lar ■ ■■' r r m., MV.B<iM»i;.M>..t< i 


7.4 


2ry Thl/Th2/Trl_anti- 


9.9 


CCD 1 106 (Keratmocytes) 
none 


0.0 

if ' 


LAK cells rest 


18.6 


CCD 1106 (Keratinocytes) 

TMPTcilnliii 4- TT -tK**tfl 

i J.N r dipnd. 1 1 ucia 


7.9 


LAK cells IL-z 


1^ 1 


i^iver cirrnobio 




LAK cells IL-2+IL-12 


33.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


100.0 


NCI-H292 none 


18,4 


LAJv cells 1L-2+ lL-1 0 




Xir'T TT9Q9 TT /I 


7 ^ 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


6.9 


NK Cells iL-2 rest 


A C\ 


MPT 1^909 TT 1 ^ 


0 0 


Iwo Way MLK 5 day 


— ' 

/in 1 


XTPT TFM criimma i 


1 7 


Two Way MLR 5 day 


— .■ II*. .. . 

7.8 


HPAEC none 


0.0 


Two Way MLR 7 day 


24.7 


XTT» A "V^ fi-'X TT~* 11 1 TT 1 = 

HPAEC TNF alpha + IL-1 
ueia 


6.9 


rrJMC rest 


(\ n 
u.u 


-Uung iiuroDid.t>i none 


7 0 


PBMC PWM 


5.9.5 


Lung fibroblast TNF alpha 
IL- 1 oeia 


0.0 


PUMP PIT A T 


0 0 


T iiTicr fiHroHl?i<xt TT -4 


00 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 

J..— a r, 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL- 1 3 

■ l-s .i.mI 


0.0 


B lymphocytes PWM 


46.0 


Lung fibroblast IFN 


55.1 
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■■■■ " " - ^■.....■.■...■...:...«w^>^^^ 




gamma 




B lymphocytes CD40L 
and lL-4 


■ '*'* 1 \ ■ < 

9.1 


Dermal fibroblast 

L^v^L/ 1 U / U rCb L 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 

V^V-/U1U/U IJlNr aipOd 


16.3 


EOL-1 dbcAMr 
PMA/ionomycin 


0.0 

■ n ~ . 1 1 "1 " • 


juenuai IlurODlaSl 

CCD1070IL-1 beta 


0.0 

- , „ 


Dendritic cells none 


8.2 


Dermal iioroDiasi iriN 
gamma 


32.8 




3.1 


Dermal fibroblast IL-4 


0.0 


CD40 


0.0 


IBD Colitis 2 

.„ „ .- — ~- «- .wn-^ Kemi 


0.0 

n - - - - — - — -,ri,Tnmi,nn,iii , nrrn.inin.itnn 


Monocytes rest 


6.8 ]IBD Crohn's 


14.8 


Monocytes LPS 


14.7 


Colon i 


7.4 


Macrophages rest 


9.2 


Lung 1 


8.5 


Macrophages LPS 


10.5 


Thymus \ 


26.6 


HUVECnone 


0.0 


Kidney i 


21.8 


HUVEC starved 


7.1 


i i 





CNS_neurodegeneration_vl.O Summary: Ag2336 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



Panel 1,3D Summary: Ag2336 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 

Panel 2.2 Summary: Ag2336 Expression of this gene is low but significant in a sample of 
normal kidney (CT = 34.6). Therefore, expression of this gene could be used to distinguish 
kidney from other samples. 

Panel 4D Summary: Ag2336 The GMAC009758_A gene is most highly expressed in LAK 
cells treated with IL-2 and IFN-gamma (CT = 33.3). It is also expressed at low levels in a 
number of cell types of significance in the immune response, including B lymphocytes and 
peripheral blood mononuclear cells, as well as in tissue cells (normal and stimulated) such as 
lung fibroblasts. In general, expression of this gene appears to be up-regulated in response to 
interferon gamma treatment. Therefore, modulation of the activity of the protein product of 
this gene with a small molecule or antibody therapeutic may lead to altered functions of these 
cell types and lead to improvement of the symptoms of patients suffering from autoimmune 
and inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
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erythematosus, or arthritis. Expression of this gene is also seen at low levels in liver cirrhosis 
suggests that antibodies or small molecule therapeutics could reduce or inhibit fibrosis that 
occurs in liver cirrhosis. In addition, antibodies to this putative GPCR could also be used for 
the diagnosis of liver cirrhosis. 

5 

L. GMAL358773_A: GPCR 

Expression of gene GMAL358773_A was assessed using the primer-probe sets 
Ag2335 and Ag2276, described in Tables LA and LB. Results of the RTQ-PCR runs are 
shown in Table LC. 

10 Table LA . Probe Name Ag2335 



Primers: 


Sequences 

; 


Length 

, 


Start 
Position 


SEQ 
ID NO: 


Forward 


5 ' -aagaagatcccttccacagaag-3 ' 


22 j 


685 


255 


Probe 


TET-5 ' -tatttgccttccacacttgctggttg-3 ' - 
TAMRA 


26 


726 

fi f »i.itiiii< i» I.I 1 • • ' 


256 


Reverse 


5 ' -caatgaatccagtggaaagaaa-3 ' 


22 


757 


257 



Table LB . Probe Name Ag2276 



Primers 


Sequences 


Length 


Start 
Position 

i i i.<.ii...t,....< 


SEQ 
roNO: 


Forward 


5 • -aagaagatcccttccacagaag-3 ' 


22 


685 


258 


- 

Probe 


TET-5 ' -tatttgccttccacacttgctggttg-3 ' - 
TAMRA 


26 


726 


259 


Reverse i 


^ » — . . . — — — ' — - ^ ■ " ' — »— ' 

5 ' -caatgaatccagtggaaagaaa-3 ' 


22 


757 


260 



Table LC. Panel 4D 



Tissue Name 


Ret. 
Exp.(%) 
Ag2335, : 

Run 
164021791 


Rel. 

Exp.(%) 1 
Ag2335, 

Run 
164022932 


.«t<.tMt^>»..Tf-< frn <: rfrriHf«.iv«.i..i,iifi, 

Tissue Name 


Rel. 
Exp.(%) 
Ag2335, 

Run 
164021791 


Rel. 
Exp.(%) 
Ag2335, 

Run 
164022932 


Secondary Thl act 


0.0 


0.0 


HUVEC IL-lbeta 


22.7 


0.0 


Secondary Th2 act 


0.0 


0.0 
' — 


HUVEC IFN 
gamma 


0.0 


0.0 


Secondary Trl act 


0.0 




0.0 


HUVEC TNF 
alpha + IFN 


0.0 


0.0 
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\ 

i 

3 


gamma 






Secondary Thl rest j 


0.0 


jHUVEC TNF 
alpha + IL4 

' 


0.0 


0.0 


Secondary Th2 rest ] 


0.0 


0.0 


HUVEC IL-1 1 


0.0 


0.0 


Secondary Trl rest • 


0.0 


6.4 


Lung 

Microvascular EC 
none 


0.0 


0.0 


■« Hill lO r ti.. . . 1 <i 1 '\ 

Primary Thl act 


0.0 


0.0 


Lung 

Microvascular EC 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 


Primarv Th2 act 


0.0 


' ' ; 

0.0 


Microvascular 

Dermal EC none 


0.0 


0.0 


,n„rmr-- i i r.rrrimr ■■ 

Primary Trl act 


0.0 


0.0 


Microsvasular 
Dermal EC 
TNFalpha + IL- 

Ibeta 


0.0 


0.0 


Primary Thl rest 


0.0 


; 

0.0 


Bronchial 
epithelium 
TNFalpha + 
ILlbeta 


0.0 


0.0 




0 0 


0.0 


Small airway 
epithelium none 


0.0 


0.0 


Primary Trl rest 


8.2 


0.0 


Small airway 
epithelium 
TNFalpha + IL- 
lbeta 


0.0 


0.0 


CD45RACD4 
lymphocyte act 


ni-|if r rni TririTTuriinr (TTTimrfn 

0.0 


100.0 


Coronery artery 
SMC rest 

~Titi«<>w>riiWi?«iMmmTiwrimrTW>^^ 1 


16.8 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


0.0 


Coronery artery 
SMC TNFalpha + 
IL-1 beta 


0.0 


0.0 


CD8 lymphocyte 
act 


0.0 


0.0 


Astrocytes rest 


0.0 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 


0.0 


Astrocytes 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 

"-^ — ■ — ' 1 


Secondary CD8 
lymphocyte act 


0.0 


0.0 


KU-812 

(Basophil) rest 


23.3 


13.4 


CD4 lymphocyte 
none 


0.0 


0.0 


KU-812 

(Basophil) 

PMA/ionoraycin 


100.0 


49.3 


2ry 

Thl/Th2/Trl anti- 
CD95 CHll 


0.0 


0.0 


CCD1106 

(Keratinocytes) 

none 


0.0 


0.0 

i 



290 



LAK cells rest 


0.0 


1 

0.0 j 

! 


CCD1106 
(Keratinocj^es) 
ifMraipna + IL- 
Ibeta 


0.0 


0.0 


LAK cells IL-2 


0.0 


o.u 1 


Liver cirrnosis 




09 7 
ZZ, / 

,.ii!nnii7i.iiW" rs 


LAK cells IL- 
2+IL-12 


.fi-a-it ;^ - 1™ ~. 

0.0 


0.0 


Lupus kidney 


0.0 

t ^^ 


0.0 

■ ■ -' 


LAK cells IL- 

2+IFN gamma 


1 i 

0.0 


0.0 j 


NCI-H292 none 


0.0 


0.0 


LAK cells IL-2+ 
IL-18 


0.0 


0.0 1 


NCI-H292 IL-4 


0.0 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


0.0 


NCI-H292 IL-9 


0.0 


0.0 


NK Cells IL-2 rest 


0.0 


0.0 1NCI-H292 IL-13 

1 ...... 


... 


u.u 

i <i«..8 ii.«.<iihi.i..fai,^ m 1 


Two Way MLR 3 
day 


0.0 


i 

0.0 

l..,.l..,~t,.*.< ■■».J 


NCI-H292 IFN 
gamma 


0.0 

■ - ' — — 


0.0 


Two Way MLR 5 j 
day 


5.6 


0.0 


HPAEC none 


0.0 


0.0 


Two Way MLR 7 
day 


0.0 


0.0 


HPAEC TNF 
alpha + IL-1 beta 


0.0 




0.0 


PBMC rest 


0.0 


0.0 

: 

; 


Lung fibroblast 
none 

t , , « 3 


0.0 


0.0 


PBMC PWM 


0.0 


0.0 


Lung fibroblast 
TNP alpha + IL-1 
beta 


0.0 


0.0 

— . . — 


PBMC PHA-L 


0.0 


0.0 


Lung fibroblast 
IL-4 

- ....it 


0.0 


0.0 


Ramos (B cell) 
none 


0.0 


0.0 


Lung fibroblast 
IL-9 


0.0 


0.0 


Ramos (B cell) 

ionomycin 


0.0 


0.0 


Lung fibroblast 
IL-13 


0.0 


0.0 


B lymphocytes 
PWM 


0.0 


0.0 


Lung fibroblast 
IFN gamma 


0.0 


0.0 


B lymphocytes 
CD40LandIL-4 


0.0 


0.0 


Dermal fibroblast 
CCD 1070 rest 


0.0 


16.8 

— 


EOL-1 dbcAMP 


0.0 


0.0 


Dermal fibroblast 
CCD 1070 TNF 
alpha 


0.0 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


1 0.0 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 
beta 


U.v 


0 0 


Dendritic cells 
none 


0.0 


0.0 


Dermal fibroblast 
IFN gamma 


0.0 

"-"--rr~rn-r- n — — ■ ~ 


0.0 


Dendritic cells LPS 


8.7 j 0.0 


Dermal fibroblast 


0.0 


0.0 
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III iiii.ii i..<.m.ii»ii>iii mm ircim.m «« 


TL-4 ^ 






CD40 




0.0 


0.0 


IBD Colitis 2 


0.0 


0.0 


Monocytes rest 


0.0 1 


0.0 


IBD Crohn's 


0.0 


0.0 


Monocytes LPS 


0.0 


0.0 


Colon 


i 7.3 


0.0 


Macrophages rest ; 




4.6 


3.9 

■irnifiimnifimwim^ri — - — i — i 


Lung 


1 9.2 


4.5 


Macrophages LPS 




0.0 


0.0 


Thymus 


1 0.0 


0.0 


HUVEC none 


0.0 


0.0 1 


Kidney 


1 0.0 


0.0 


HUVEC starved ' 


1 0.0 


0.0 


- ! 


i 

1 



CNS_neurodegeneration_vl-0 Summary: Ag2335 Expression is of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



Panel 1.3D Summary: Ag2276 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 

Panel 2.2 Summary: Ag2276/Ag2335 Expression of this gene is low/undetectable (CTs > 
35) across all of the samples on this panel (data not shown). 

Panel 4D Summary: Ag2235 Results from two experiments using the same probe/primer 
set showed some differences; only those results that were common to the two experiments are 
discussed here. The GMAL358773_A gene is expressed at low levels in the PMA and 
ionomycin treated basophil cell line KU-812 and to a lesser extent in untreated KU-812 cells. 
This gene encodes a putative GPCR and it is known that GPCR-type receptors are important 
in multiple physiological responses mediated by basophils. Therefore, antibody or small 
molecule therapies designed with the protein encoded for by this gene could block or inhibit 
inflammation or tissue damage due to basophil activation in response to asthma, allergies, 
hypersensitivity reactions, psoriasis, and viral infections, Ag2276 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 

References: 

1. Heinemann A., Hartnell A., Stubbs V.E,, Murakami K., Soler D., LaRosa G., Askenase 
P.W,, Williams T,J., Sabroe L (2000) Basophil responses to chemokines are regulated by 
both sequential and cooperative receptor signaling. J. Immunol. 165: 7224-7233. 

To investigate human basophil responses to chemokines, we have developed a sensitive assay 
that uses flow cytometry to measure leukocyte shape change as a marker of cell 
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responsiveness. PBMC were isolated from the blood of volunteers. Basophils were identified 
as a single population of cells that stained positive for IL-3Ralpha (CDwl23) and negative 
for HLA-DR, and their increase in forward scatter (as a resuh of cell shape change) in 
response to chemokines was measured. Shape change responses of basophils to chemokines 
were highly reproducible, with a rank order of potency: monocyte chemoattractant protein 
(MCP) 4 (peak at <1 nM) >/= eotaxin-2 = eotaxin-3 >/= eotaxin > MCP-1 = MCP-3 > 
macrophage-inflammatory protein- 1 alpha > RANTES = MCP-2 = IL-8. The CCR4-selective 
ligand macrophage-derived chemokine did not elicit a response at concentrations up to 10 
nM. Blocking mAbs to CCR2 and CCR3 demonstrated that responses to higher 
concentrations (>10 nM) of MCP-1 were mediated by CCR3 rather than CCR2, whereas 
MCP-4 exhibited a biphasic response consistent with sequential activation of CCR3 at lower 
concentrations and CCR2 at 10 nM MCP-4 and above. In contrast, responses to MCP-3 were 
blocked only in the presence of both mAbs, but not after pretreatment with either anti-CCR2 
or anti-CCR3 mAb alone. These patterns of receptor usage were different from those seen for 
eosinophils and monocytes. We suggest that cooperation between CCRs might be a 
mechanism for preferential recruitment of basophils, as occurs in tissue hypersensitivity 
responses in vivo. 

PMID: 11120855 

M. GMAP002512_G/CG149038-01: Olfactory Receptor 

Expression of gene GMAP002512_^G (also known as CGI 4903 8-01) was assessed 
using the primer-probe set Ag2333, described in Table MA. Results of the RTQ-PCR runs 
are shown in Tables MB and MC. 

Table MA . Probe Name Ag2333 



Primers 


Sequences 


Length 


Start 
Position 


SEQ 
ID NO: 


Forward 


5 ' -agtcctcagcttcacacagcta-3 ' 


22 


187 


261 


Probe 


TET-5 • -ttttctcagccacgtagcttttgttt-3 ' - 
TAMRA 

.^^^ . .X ......*L*^.«.«_»^^. f «rt.r...?7~ -rr-/ ^ r ,.T,6 .WTlf If ^W»ff 


26 


216 


262 


Reverse 


; 

5 ' -aggggtgatagaggaggtgtag-3 ' 


22 j 


249 




263 



Table MB. Panel 2.2 
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Tissue Name 


Rel. Exp.(%) 
Ag2333, Run 
l/44ollZo 


Tissue Name 


Rel. Exp.(%) 1 
Ag2333, Run 


Normal Colon 


0.0 


Kidney Margin 


0.0 


Colon cancer 
(OD0o0o4) 


0.0 


Kidney malignant 
cancer v^vji-/uozv*ti5 ) 


0.0 

i 


Colon Margin 
(OD06064) 


0.0 


Kidney normal adjacent 
tissue ^uiJU0zu4ii^ 


0.0 

f~ » ■ 


Colon cancer 
(OD06159) 


0.0 


Kidney Cancer 

(UJJU44jU-Ui j 


0.0 


Vli ■< 

Colon Margin 
(OD06159) 


— ■» — ^ 

0.0 


Kidney Margin 

{r\T\C\AA^C\ f\'X\ 


0.0 


Colon cancer 

(OD06297-04) 


0.0 


Kidney Cancer 

5 1 ZUO 1 D 


0.0 


Colon Margin 
(OD06297~015) 


0.0 


Kidney Margin 

O1ZU014 


100.0 


CC Gr.2 ascend colon 
(OD03921) 


; ... f ■ f-.-^.v 

0.0 

■ — 


Kidney Cancer 


0.0 


CC Margin (OD03921) 


0.0 


Kidney Margin 

on 1 All 1 


0.0 


Colon cancer metastasis 
(OD06104) 


0.0 


Kidney Cancer 

oiZUoU/ 


0.0 


Lung Margin 
(OD06104) ; 


0.0 

■ ■■ — ' '■ 


Kidney Margin 

O 1 O A/CAO 

dlzUoOo 


0.0 

, , 


Colon mets to lung 
(OD04451-01) 


0.0 


■ 

Normal Uterus 


0.0 


Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 06401 1 


0.0 


Normal Prostate 


0.0 iNormal Thyroid 


u.u 


Prostate Cancer 
(OD04410) 


0.0 


Thyroid Cancer 


0.0 


Prostate Margin 
(OD04410) 


0.0 


Thyroid Cancer 
A302152 


0.0 


Normal Ovary 


0.0 


Thyroid Margin 
A302153 


0.0 


Ovanan cancer 
(OD06283-03) 


0.0 


Normal Breast 


0.0 


Ovanan Margm 
fOD06283-07) 


0.0 


Breast Cancer 


0.1 


[Ovarian Cancer 


0.6 


Breast Cancer 


0.0 

— ~ ~~ — ~ - ' irvr / r r , r . t m irv "v li 


jOvarian cancer 
(OD06145) 


0.0 


Breast Cancer 
(OD04590-01) 


0.0 


lOvarian Margin 


0.0 


Breast Cancer Mets 


0.0 



294 



(OD06145) 




/ /~\T\f\ A C C\f\ A1\ 

(OD04D9U-U3) 




M i.rt«,r,,..<w .< .,i rinnl. . H..y«i 

Ovanan cancer 
(OD06455-03) 


0.0 


Breast Cancer 
Metastasis 


0.0 


Ovanan Margin 
(OD06455-07) 




0.0 


Breast Cancer 


0.0 

^ ^. j 


Normal Lung 


0.0 


Breast Cancer yiuUzoo 


U.U 


— ' — ' •-" ' ' 

Invasive poor diff. lung \ 

adeno (ODO4945-01 


0.0 


Breast Margin 9100265 


0.0 


Lung Margin 
(ODO4945-03) 


0.0 


Breast Cancer A209073 


0.0 


Lung Malignant Cancer : 
(OD03126) 


0.0 


Breast Margin 
A2090734 


0.0 


Lung Margin 
(OD03126) 


0.0 

, — e.a,.mm i 


Breast cancer 
(OD06083) 


0.0 


Lung Cancer 
(OD05014A) 


0.0 

...T.«i!r..~..M r...i rtr-..- rrr... -r. ..- , 


Breast cancer node 
metastasis (OD06083) 


0.0 


Lung Margin 
(OD05014B) 


0.0 


Normal Liver 


0.0 

1 1 1 1 1 • ... 


Lung cancer (OD06081)! 


0.0 


Liver Cancer 1026 


0.0 


Lung Margin 
(OD06081) 


0.0 


Liver Cancer 1025 


0.0 


Lung Cancer 
(OD04237-01) 


1 — - 

0.0 


Liver Cancer 6004-T 


0.0 


„. — ■* 

■ 

Lung Margin 

(OD04237-02) 


0.0 


Liver Tissue 6004-N 


0.0 


Ocular Mel Met to Liver 
(ODO4310) 


0.0 


Liver Cancer 6005 -T 


0.0 


Liver Margin 


— 

0.0 


Liver Tissue 6005-N 

* - f.j . J ...... ^ 


0.0 

. . . 


Melanoma Metastasis 


0.2 


Liver Cancer 


0.0 


Lung Margin 
(OD04321) 


0.0 


Normal Bladder 


0.0 

i, <„ ..J. ., ■■ - 


Normal Kidney 


0.0 

, , , ■ ^ 


Bladder Cancer 


A A 

0.0 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


0.0 


Bladder Cancer 


0.0 


Kidney Margin 
(OD04338) 


0.2 


Normal Stomach 


0.0 


Kidney Ca Nuclear 
grade 1/2 (OD04339) 


0.0 


Gastric Cancer 
9060397 


0.0 


Kidney Margm 

(OD04339) 


■ 

0.0 


Stomach Margin 
9060396 


0.0 


Kidney Ca, Clear cell 
type (OD04340) 


0.0 


Gastric Cancer 
9060395 


0.0 


Kidney Margin 


0.0 


Stomach Margin 


0.0 

III 11 1 1 '1 ' - ' 1 * t t 1 "' ' 
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(OD04340) 




9060394 1 




Kidney Ca, Nuclear 
grade 3 (OD04348) 


0,0 


Gastric Cancer 064005 ! 


0.0 


Table MC. Panel 4D 


1 

Tissue Name 1 


Rel. Exp.(%) 
Ag2333, Run 
163945353 


Tissue Name 


UpI FYn (^/rk\ 

Ag2333, Run 
163945353 

• — s — - f^ni - r>l 


Secondary Thl act j 

" — -- - — - ? 


0.0 


HUVEC IL-lbeta 


0.0 

,T" rr imr -~ — ir~ i- * i.m.m.i-rn!. -.iirrnnn. 


Secondary Th2 act 1 


0.0 


Jdiu V cx^ ir IN gdrnnia 


0 0 


Secondary Trl act 


0.0 


HUVEC TNF alpha + EFN 

gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest | 0.0 


HUVEC IL- 11 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 

^ > - - -1-....ML aa 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 

, . — - . - ^ — 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 




Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.0 

- — „ ^ - , — - 


Primary Trl rest 


19.1 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coroneiy artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


1 1 » «l — — 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 

' ' ■■■■■ ■■■ — 


0.0 

U < i<.. ' 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


2.2 


KU-812 (Basophil) 
PMA/ionomycin 


0.0 


2ryThl/Th2/Trl_anti- 
CD95 CHll 


1 0.0 


CCDl 106 (Keratinocytes) 

none 


0.0 


LAK cells rest 


1 0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 
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LAK cells lL-2 | 0.0 


Liver cirrhosis j 


100.0 


LAK cells IL-2+IL- 12 


0.0 


Lupus kidney j 


0.0 


LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


0.0 


j y - -' ^ .1-^— ^--..|..|.t. .^i-jT' rtV.^^"-'^- -^^ ^ ■uJt.rw.-L.rju>. 

LAK cells IL-2+ IL- 18 




NCI-H292 IL-4 


0.0 


LAK cells 

PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


n n 
U.U 


NCI-H292IL-13 


0.0 


Two Way MLR 3 day i 


40.1 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


UPAPiT' TTsJFT 5ilr»fiJ4 4- TT -1 ^ 
rlr/\ljv-/ liNr aipnd ^ iJLr-l j 

beta 


0.0 


PBMC rest 


0.0 


Lune fibroblast none 


0.0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 

W) K' „,w.-^-|^-T1 •- ■.^^-^^^ — — ^— 


Ramos (B cell) none 


0.0 


Lung iiDroDidsi ii^-y 


0 0 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL- 1 3 




0.0 


B lymphocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 
and IL-4 


0.0 


Dermal fibroblast 
cciJiu/u rest 


0.0 

^.-.^ .....^^ i.ii»i.«.iivwni>< 




0 0 


Dermal fibroblast 
L'L/jjiU/U iiNr aipna 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


00 


Uermal iiDroDiast 
CCD! 070 IL-1 beta 


0.0 


Dendritic cells none 


0.0 


Uermal iiDroDiasi jtin 
gamma 


0.0 


Dendntic cells LPS 


0,0 


Dermal fibroblast IL-4 


0.0 


Dendntic cells anti- 


0.0 


IBD Colitis 2 


24.1 


Monocvtes rest 


0.0 


IBD Crohn's | 44.1 


Monocytes LPS 


0.0 


Colon 0.0 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVECnone 


0.0 


Kidney 


0.0 


HUVEC Starved 


0.0 







CNS__neurodegeneration_vl.O Summary: Ag2333 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 
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Panel 1.3D Summary: Ag2333 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 



Panel 2.2 Summary: Ag2333 Expression of the GMAP002512_G gene is highest in a 
sample derived from normal kidney tissue adjacent to malignant kidney (CT = 26.5). Thus, 
the expression of this gene could be used to distinguish this sample of kidney tissue from the 
other samples in the panel. 

Panel 4D Summary: Ag2333 Significant expression of the GMAP002512_G gene is 
detected only in liver cirrhosis (CT = 34.2). Furthermore, this transcript is not detected in 
normal liver in Panel 1 .3D, suggesting that expression of this gene is unique to liver cirrhosis. 
This gene encodes a putative GPCR; therefore, antibodies or small molecule therapeutics 
could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, antibodies to this 
putative GPCR could also be used for the diagnosis of liver cirrhosis. 



R GMAP002512_A/CG149158-01: Olfactory Receptor 

Expression of gene GMAP002512_A (also known as CG149158-01) was assessed 
using the primer-probe sets Ag2326 and AglSOl, described in Tables NA and NB, Results of 
the RTQ-PCR runs are shown in Tables NC and ND. 



Table NA . Probe Name Ag2326 



Primers 


Sequences 


Length 


Start Position 


SEQ ID 
NO: 


Forward 


5 ' -cgttatcactttccgtctgact-3 ' 


22 \ 


485 


264 


Probe 


TET-5 • -ccatttctattgtgatgacctcccct-3 • -TAMRA 


26 

jti,nt.tbS!.,r,i ... .f .f lift 


530 


265 


Reverse 


|5 ' -gtctgagcaggacagagctaag-3 ' 


! 22 i 


557 i 


266 



Table NB . Probe Name Agl 801 



Primers 


Sequences 


Length 


Start Position^ 


SEQ 
ID NO: 


Forward 


5 • -tgctggctttgatatgatctct-3 ' 


22 


611 


1 267 


Probe 


TET-5 ' -cctcttccattgtcctcacctcctaca-3 ' -TAMRA 


27 ; 


634 ] 


: 268 


Reverse i 


5 ' -tagagcggatccttaggatagc-3 ' 


22 


675 


i 269 
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Table NC. Panel 2.2 



Tissue Name 


Rel. Exp.(%) 
Ag2326, Run 

X /'rtUJLJLXO 


Tissue Name 


jtvei. EiXp.^ /o) 1 
Ag2326, Run 
174461118 


Normal Colon 


0.0 


Kidney Margin 


0.0 


Colon cancer 


0.0 


Kidney malignant \ 
cancer fOD06204B) 


24.1 


Colon Margin 

{yjL/KJOvo^^ ) 


0.0 


Kidney normal adjacent 
ti<?*?ue <'OD06204E) 


0.0 


Colon cancer 


0.0 


Kidney Cancer 
rOD04450-0n 

ytarrr- 1 '4i*'.jiktwiw»wt .u >h-iiiim ai.jt k i ,.ir non protmnjwn iw«iiiimr«iMf| 


0.0 


Colon Margin 


0.0 


Kidney Margin 


0.0 


Colon cancer 
(Ouvoly /-U4 ) 


0.0 


Kidney Cancer 


0.0 


Colon Margin 


0.0 


Kidney Margin 

OliS-V/l/l'T 


0.0 


CC Gr.2 ascend colon 


0.0 


Kidney Cancer 
QO 10390 


0.0 


CC Margin (OD03921) 


0.0 

i 


Kidney Margin 
0010391 


0.0 


Colon cancer metastasis 

(ODUolU4j 


0.0 


Kidney Cancer 

8190^07 


0.0 


Lung Margin 
(OD06104) 


0.0 


jsjQney iviargin 
8120608 


0.0 


Colon mets to lung 
(OD04451-01) 


0.0 


Normal Uterus 


0.0 


Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 064011 


0.0 


Normal Prostate | 0.0 


XNormai 1 nyiuiu 


0 0 


>.m.....a..g.mrrnfTnTT'ji.irart.,...ii.ifl .mfTmTTr»m.,imw7iBiiiin.ii iiiiiiiiii iiii ■ 

Prostate Cancer 
(OD04410) 


0.0 


Thyroid Cancer 


0.0 


Prostate Margin 
(OD04410) 


0.0 


Thyroid Cancer 

J\d\jZ 1 DZ 


100.0 


Normal Ovary 


0.0 


1 nyroiQ ividrgin 
A302153 


0.0 


Ovarian cancer 
(OD06283-03) 


0.0 


Normal Breast 


0.0 


Ovarian Margin 
(OD06283-07) 


15.1 


Breast Cancer 


0.0 


Ovarian Cancer 


18.3 


Breast Cancer 


0.0 


Ovarian cancer 


0.0 


Breast Cancer 


0.0 
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1 


Ovarian Margin 


0.0 


Breast Cancer Mets 


t 
« 

0.0 




Ovanan cancer 
(OD06455-03) 


0.0 


OiedSl K^aULCl 

Metastasis 


0.0 


Ovarian Margin 
(OD06455-07) 


0.0 


Breast Cancer 


0.0 


XT IT 

Normal Lung 


A A 


rsreasi L/ancer y luuzoo 


\J,\J 


Invasive poor diff. lung 
adeno (OD04945-U1 


0.0 


Breast Margin 9100265 


0.0 


Lung Margin 
(ODO4945-03) 


0.0 


Breast Cancer A209073 


0.0 


Lung Malignant Cancer 
(OD03126) 


0.0 

- " ~ - " - ^ - — rr -asa =£4 


Breast Margin 


0.0 

tiiiiriTiWii ■■— ..tin... n n .T;.Tr...n.Tir....rniBiB..tti«ai;. 


Lung Margin 
(OD03i26) 


0.0 


Breast cancer 

{KJUuoKjod ) 

~...rrf. r,.,- = s^-a ! r.n r..r ( 


0.0 


T 

Lung Cancer 
(OD05014A) 


0.0 


Jtsreasr cancer noQe 
metastasis (OD06083) 

■ -* 


0.0 

j 


: "" ; 

T TV if * 

Lung Margin 
(OD05014B) 


0.0 


Normal Liver 

. — : 


0.0 


■ "' 

Lung cancer (OD06081) 


A A ; 


JLiver L/ancer luzo 


U.v 

— 1 


Lung Margin 
(OD06081) 


' —. 

0.0 


Liver Cancer 1025 


0.0 


Lung Cancer 
(OD04237-01) 


0.0 


Liver Cancer 6004-T 


0.0 

^ 


Lung Margin 
(OD04237-02) 


0.0 


Liver Tissue 6004-N 


0.0 

,^ . , , , / ' -li r 1 rrr ' 


Ocular Mel Met to Liver 
(ODO4310) 


r ■" .1 1 I IT 1 1 III "I 11 , 

0.0 


Liver Cancer 6005-T 

' -- - 


0.0 


Liver Margin 


0.0 


Liver Tissue 6005-N 


0.0 


Melanoma Metastasis 


1 0.0 


Liver Cancer 

- - ■- - 


0.0 


Lung Margin 
(OD04321) 


0.0 


Normal Bladder 

; X 1 1 r , ,11 . 


0.0 


w i ' 

Normal Kidney 


1 0.0 , 


Bladder Cancer 

I rfl 111 1 


A A 

U.U 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


0.0 


Bladder Cancer 


0.0 


, • ■ — -i 

Kidney Margin 

:(OD04338) 


0.0 


Normal Stomach 

■■ — ■ 


0.0 




j ■ ■ 

Jvianey i^a JNuciear 

grade 1/2 (OD04339) 


0.0 


Gastric Cancer 
9060397 


0.0 


Kidney Margin 
(OD04339) 


0.0 


Stomach Margin 
9060396 


0.0 


Kidney Ca, Clear cell 


1 0.0 jGastric Cancer 


11.4 
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lype \\ju\jHJH\j) 


' ■ -»"■■ ""I 


9060395 




Kidney Margin 
(OD04340) 


• 

0.0 


Stomach Margin 
9060394 


0.0 


Kidney Ca, Nuclear 
grade 3 (OD04348) 


0.0 


Gastric Cancer 064005 


0.0 



Table ND. Panel 4D 



Tissue Name 


Rel. 

Exp.(%) 
AglSOl, 

Run 
165810636 


Rel. 
Exp.(%) 
Ag2326, 

Run 
163945308 


Tissue Name 


• ' 

Rel. 

Exp.(%) 

AglSOl, 

Run 

loSolUooo 


"" ' 

Rel. 

Exp,(%) 
Ag2326, 
Run 


Secondary Thl act 


0.0 


0.0 


HUVEC IL-lbeta 


0.0 


0.0 


Secondary Th2 act 

; 


5.3 


0.0 


HUVECIFN 
gamma 


0.0 


0.0 


- ^I.*...-.- « « 0 . „ 

Secondary Trl act \ 


0.0 


rum • ■ -fri 1 1 i 

0.0 


HUVEC TNF 
alpha + IFN 
gamma 


0.0 


0.0 

• - - 


Secondary Thl rest i 


0.0 


0.0 


HUVEC TNF 
alpha + IL4 


0.0 


0.0 


Secondary Th2 rest 


0.0 


0.0 

r 


HUVEC IL-1 1 




0.0 


0.0 


Secondary Trl rest 

\ 


0.0 


0.0 


Lung 

Microvascular EC 
none 

' ■ ■ ■• 


0.0 


0.0 


Primary Thl act 


0.0 


• 

0.0 


T line 

Microvascular EC 

TNFalpha + IL- \ 
Ibeta 


0.0 


0.0 


Primary Th2 act 


0.0 


0.0 


Microvascular 
Dermal EC none 


5.1 


0.0 


Primary Trl act 


0.0 


0.0 


Microsvasular 

Dermal EC 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 


Primary Thl rest 


0.0 


0.0 


Bronchial 
epithelium 
TNFalpha + 
IL Ibeta 


0.0 


0.0 




Primary Th2 rest 


, , „ 

0.0 


0.0 


Small airway 
epithelium none 


0.0 


0.0 


Primary Trl rest 


: -M, 

1 0.0 


0.0 


Small airway 
epithelium 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 
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CD45RA CD4 
lymphocyte act 


0.0 


33.2 


Coronery artery 
SMC rest 


0.0 


0.0 




CD45RO CD4 
lymphocyte act 


0.0 


0.0 

; 


Coronery artery 
SMC TNFalpha + 
IL-lbeta 

a....n iT IT...... r 


0.0 


0.0 




CDS lymphocyte 
act 


0.0 


0.0 


Astrocytes rest 


0.0 


0.0 






Secondary CDS 
lymphocyte rest 


0.0 


0.0 


Astrocytes 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 




Secondary CDS 
lymphocyte act 


0.0 


0.0 


KU-812 
(Basophil) rest 


0.0 


0.0 




CD4 Ivmnhocvte 
none 

; 


~ 'i 

0.0 


0.0 


KU-812 

(Basophil) 

PMA/ionomycm 


0.0 


0.0 




2iy 






CCD 11 06 








Thl/Th2/Trl anti- i 


0.0 


0.0 


(Keratmoc)^es) 


0.0 


0.0 


'LJi.. 


CD95 CHI 1 






none 














CCD1106 






II S V 


LAK cells rest 


0.0 


0.0 


(Keratinocytes) 
liNralpna H- IL- 


0.0 


0.0 








: 


Ibeta 








..TH, ,,fii-i—r--^ "-...finn.tMt.n' .-"nr- .ii..<um--mi 

LAK cells IL-2 


0.0 


A A 

u.o 


Liver cirrnosis 


xuu«u 


inn n 




LAK cells IL- 
2+IL-12 


0.0 


0.0 


Lupus kidney 


0.0 


0.0 




LAK cells IL- 
2+IFN gamma 


0.0 


0.0 


NCI-H292 none 


0.0 


0.0 


i: X? 


LAK cells IL-2+ 
IL-18 


0.0 

i 


0.0 

T inirrri-n-r 


NCI-H292 IL-4 

, ■.r.rr,.,mi»nini»..,f...M.i,,«.«»«i>l..i».inr...r.m ,i«,n 


0.0 


0.0 




LAK cells 
PMA/ionomycin 


0.0 


0.0 


NCI-H292 IL-9 


0.0 


0.0 




NK Cells IL-2 rest 


0.0 


A A 

0.0 


XT/^T TTOAO TT 11 

NCl-il2yz IL- 1 5 

KaKvnmr. rr — f r-mf n-irr -miti — nw .-y . mMim-v,..: 


■f riT~iijrif.mfajninri»FrmiiriirTTrwii'je 


n n 
u.u 




Two Way MLR 3 

day 


0.0 


0.0 


NCI-H292 IFN 
gamma 


0.0 

1 III ■.i.,ni«a..fr.i. frii.tii.iiri.irwwwffi>«iw.i«> 


0.0 

t 

<^»^*^,; r rii„i,i.niMii„„„nj 




Two Way MLR 5 
day 


0.0 




0.0 


HPAEC none 


0.0 


0.0 




Two Way MLR 7 

day 


0.0 


0.0 


HPAEC TNF 
alpha + IL-1 beta 


0.0 


0.0 




PBMC rest 


0.0 


0.0 


Lung fibroblast 
none 


0.0 


0.0 




PBMC PWM 


0.0 


0.0 


Lung fibroblast 
TNF alpha + 1L-1 
beta 


0.0 


0.0 




PBMC PHA-L 


0.0 


0.0 


Lung fibroblast 
IL-4 


0.0 


0.0 
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Ramos (B cell) 
none 


0.0 


0.0 


Lung fibroblast 
iL>-y 

■ > 


0.0 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


i 

0.0 


Lung fibroblast 

TT 1 'X 


0.0 

^ 


0.0 


B lymphocytes 
PWM 


0.0 


0.0 


Lung fibroblast 
IFN gamma 


0.0 


0.0 

- - - 


B lymphocytes 
CD40L and IL-4 


0.0 


0.0 

: 

,| — , » w »>. a ^ . - . ^ 


Dermal fibroblast 
CCD 1070 rest 


0.0 


0.0 


.M.Ma,.n,.i\ ■ T rr-.-''—-^ 

EOL-1 dbcAMP 


0.0 


0.0 


Dermal fibroblast 

CCD1070TNF 

alpha 


5.3 

' 


0.0 


, 1 

EOL-1 dbcAMP 
PMA/ionomycin 


! 

0.0 


0.0 


Dermal fibroblast 

CCDI070IL-1 
beta 


0.0 


0.0 


Dendritic cells 
none 


0.0 


■ 

0.0 


Dermal fibroblast 
IrJN gamma 


0.0 


0.0 


Dendritic cells LPS 


0.0 ' 


0.0 

: 


JJermal iibro blast 
TT -4 


0.0 


32.3 


x-'cnuiiiiu ecus dUU- 

CD40 


0.0 


■ 

0.0 i 


IBD Colitis 2 


22.8 


38.4 


Monocytes rest 


0.0 


0.0 


IBD Crohn's 


15.1 


27.9 

- 


■ ■ ~.— .-. 

Monocytes LPS 


0.0 


0.0 


Colon 


0.0 


0.0 


Macrophages rest 


0.0 


0.0 


Lung 


0.0 


0.0 


Macrophages LPS 


0.0 


0.0 


Thymus 


0.0 


0.0 


HUVEC none 


0.0 


0.0 


Kidney 


0.0 

1 i 


0.0 


|hUVEC starved 


1 0.0 

i - - 


0.0 


i - . -T-T " ■■ ■■i- i'i rr 


~ ~- - —J 



CNS_neurodegeneration_vl,0 Summary: Ag2326 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



Panel 13D Summary: Agl801/Ag2326 Expression of this gene is low/undetectable (CTs > 
35) across all of the samples on this panel (data not shown). 

Panel 2,2 Summary: Ag2326 Low but significant expression of the GMAP0025 12_A gene 
is detected in a thyroid cancer sample (CT = 34). Interestingly, the expression in the thyroid 
cancer sample is significantly higher than in the matched adjacent tissue. Thus, expression of 
this gene may be used as a marker to detect thyroid tumors. In addition, therapeutic 
modulation of the activity of this gene product, using small molecule drugs, antibodies or 
protein therapeutics, may be beneficial in the treatment of thyroid cancer. AglSOl Expression 
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of this gene is low/undetectable (CTs > 35) across all of the samples on this panel (data not 
shown). 

Panel 4D Summary: Agl801/Ag2326 Results from two experiments using different 
probe/primer sets are in good agreement. Low but significant expression of the 
GMAP002512_A gene is detected in a liver cirrhosis sample. Furthermore, this gene is not 
expressed in normal liver on Panel 1.3D, suggesting that expression of this gene is unique to 
liver cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 

O. GMAC073647_A: GPCR 

Expression of gene GMAC073647_A was assessed using the primer-probe set 
Agl509, described in Table OA. Results of the RTQ-PCR runs are shown in Table OB. 



Table OA . Probe Name Agl509 



Primers 


Sequences 

— ■ 


i 

Length 


Start Position; 


SEQ 
ID 
NO: 


Forward 


5 ' -aattgctcaaactatcctgcaa-3 ' 


22 i 


554 


270 


Probe 


TET-5 ' -tcacggagtttatcctcttcttaatggctg-3 ' -TAMRA: 


30 


587 


271 

...( II 


Reverse 


' ' - ^ T 

5 ' -agggatcaaagaaccaaagaga-3 ' 


22 i 


624 


111 



Table OB. Panel 1.2 



Tissue Name 


Rel. Exp.(%) Agl509, 
Run 141961835 


Tissue Name 


Rel. Exp.(%) Agl509, 
Run 141961835 


Endothelial cells 

J 


0.0 


Renal ca. 786-0 \ 


1.5 


Heart (Fetal) 


1.3 


Renal ca. A498 


5.1 

1 


Pancreas 


0.5 


Renal ca. RXF 393 j 


0.0 


; i IS — a S_< U-= =-« 

Pancreatic ca, C APAN 
2 


0.2 


Renal ca. ACHN 


2.5 


Adrenal Gland 


4.9 


Renal ca.UO-31 


1 3.8 


Thyroid 


0.5 


Renal ca. TK-10 


58.6 


Salivary gland \ 


■ rr ~ - - - -^mrr- 

13.7 


Liver 


1 5.9 


Pituitary gland 


0.5 


Liver (fetal) 


1 3.3 
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Brain (fetal) 


2.5 


Liver ca. 

fteDatoblast) HepG2 ; 


16.8 


Brain (whole) 


2.2 


Lung 


0.0 


Brain (amygdala) 


n 

j.y 

; 


Lung ^leiai ) ; 


1 0 


Brain (cerebellum) 


3.2 


Lung ca. (small cell) 

T V 1 


11.0 


' — .^.^.'^ = — ■ — • — ' ■ ^ — ^ 

Brain (hippocampus) 


20.4 


Lung ca. (small cell) \ 


35.4 


Brain (thalamus) 


5.1 


Lung ca. (s.cell var.) 

orlr- / / 


2.5 

_ _ 


Cerebral Cortex \ 


17.7 


Lung ca. (large 

celljiNL/i-rl40U 


7.5 


Spinal cord 
* 


0.7 


Lung ca, (non-sm. 
cell ) A j4y 


5.7 


Glio/astro U87-MG 


0.6 


Lung ca. (non-s.cell) 


61.1 


■ ~ " 1- . - -, ■ 

Glio/astro U- 11 8-MG ' 


2.3 


Lung ca. (non-s.cell) ; 
rlUr-02 


18.2 


astrocytoma SW1783 ^ 


1.3 


Lung ca, (non-s.cl) 

NC1-H3Z/ 


0.0 


NeuTO*;met SK-N-AS 


0.0 


Lung ca. (squam.) 
SW 900 


6.9 


astrocytoma SF-539 


0.7 

^ . i 


Lung ca. (squam.) 
NCI-H596 


11.4 


astrocytoma SNB-75 


2.3 


Mammary gland 


i-T . ,^ • 


Glioma SNB- 19 


37.1 


Breast ca.* (pl.ef) 
MCr-/ 


18.3 


Glioma U251 


1.1 


Breast ca.* (pl.ef) 


0.7 

: t J!.. 1 —J 


Glioma SF-295 


0.2 


T47D 


4.0 

i.m.nit M y — - - ' < ' 


_.-j-LJij-jii-j_M.j.iLi -.. 1 -j-j-j..L.r^^iLi......i r.r ) .- - ' 

xiean 


1 1 .o 




4 1 


Skeletal Muscle 


4.9 


[Breast ca. MDA-N 


11.5 


Bone marrow 


6.5 


Ovary 




f 

Thymus 


0.5 


Ovarian ca. OVCAR- 


0.7 


- ' 

Spleen 


■ 

0.5 


Ovarian ca. OVCAR- 
4 


43.8 


Lymph node 


■ 

0.0 


Ovarian ca. 0 VCAR- 


27.0 


Colorectal 


2.0 


Ovarian ca. OVCAR- 
8 


34.6 

— — 


Stomach 


0.5 


Ovarian ca. IGROV- 
1 


20.3 



Small intestine 


7.3 


WVallan Ca. ^^dbCllCb^ 

SK-OV-3 


24.8 


Colon ca. SW480 


0.6 


Uterus 


3.1 


Colon ca.* SWozO 


0.3 

1.. fi — n . ^ 


Placenta 


1.2 


Colon ca. HT29 


4.1 


Prostate 


18.6 


Colon ca.HCT-l 16 


13.6 


rrostate ca. ^oone 
met) PC-3 


0.5 


Colon ca. CaCo-2 


0.5 


Testis 


O.o 


CC Well to Mod Diff 
(OD03866) 


8.0 


Melanoma 
liSOoo^AJ. 1 


0.0 


Colon ca. HCC-2998 


10.2 


Melanoma ^meij 
Hs688(B).T 


6.2 


Gastnc ca. (liver met) ; 
NCI-N87 


■ 

9.1 


Melanoma UACC-62 


0.0 


Bladder 


ZJ.O 


Melanoma 




Trachea 

■ 


0.4 


Melanoma LOX 
IMVI 


1.2 


Kidney 


100.0 


Melanoma* (met) 
SK-MEL-5 


1.8 


Kidney (fetal) 


16.5 





Panel 1-2 Summary: Agl509 Highest expression of the GMAC073647_A gene is seen in 
the normal kidney (CT=30.1). Overall, however, this gene appears to show a higher 
association in cell lines derived from cancers than in normal tissues. There is significant 
expression in a cluster of cell lines derived form ovarian, lung and colon cancers. Thus, 
expression of this gene could be used to differentiate between these samples and other 
samples on this panel. Furthermore, expression of this gene could potentially be used as a 
marker for ovarian, colon or lung cancers. 

Among tissues with metabolic function, this gene is expressed at low but significant 
levels in the heart (CT=33.2). Furthermore, this gene is expressed at higher levels in the adult 
heart when compared to expression in the fetal heart (CT==36.4). Thus, expression of this 
gene could also be used to differentiate between adult and fetal source of this tissue. 

This gene represents a novel G-protein coupled receptor (GPCR) with expression in 
the brain, including the amygdala, hippocampus, thalamus and cerebral cortex. The GPCR 
family of receptors contains a large number of neurotransmitter receptors, including the 
dopamine, serotonin, a and p-adrenergic, acetylcholine muscarinic, histamine, peptide, and 
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metabotropic glutamate receptors. GPCRs are excellent drug targets in various neurologic 
and psychiatric diseases. All antipsychotics have been shown to act at the dopamine D2 
receptor; similarly novel antipsychotics also act at the serotonergic receptor, and often the 
muscarinic and adrenergic receptors as well While the majority of antidepressants can be 
5 classified as selective serotonin reuptake inhibitors, blockade of the 5-HTlA and a2 
adrenergic receptors increases the effects of these drugs. The GPCRs are also of use as drug 
targets in the treatment of stroke. Blockade of the glutamate receptors may decrease the 
neuronal death resulting from excitotoxicity; further more the purinergic receptors have also 
been implicated as drug targets in the treatment of cerebral ischemia. The b-adrenergic 
10 receptors have been impUcated in the treatment of ADHD with Ritalin, while the a-adrenergic 
receptors have been implicated in memory. Therefore this gene may be of use as a small 
molecule target for the treatment of any of the described diseases. 

References: 

1 . El Yacoubi M, Ledent C, Parmentier M, Bertorelli R, Ongini E, Costentin J, Vaugeois JM. 
15 Adenosine A2A receptor antagonists are potential antidepressants: evidence based on 
pharmacology and A2A receptor knockout mice. Br J Pharmacol 2001 Sep; 1 34(1 ):68-77 

1. Adenosine, an ubiquitous neuromodulator, and its analogues have been shown to produce 
'depressant' effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated 'depressant' 

20 effect. 2, We have designed studies to assess whether adenosine A2A receptor antagonists, or 
genetic inactivation of the receptor would be effective in established screening procedures, 
such as tail suspension and forced swim tests, which are predictive of clinical antidepressant 
activity. 3. Adenosine A2A receptor knockout mice were found to be less sensitive to 
'depressant' challenges than their wildtype littermates. Consistently, the adenosine A2A 

25 receptor blockers SCH 58261 (1 - 10 mg kg(-l), i.p.) and KW 6002 (0.1 - 10 mg kg(-l), p.o.) 
reduced the total immobility time in the tail suspension test. 4. The efficacy of adenosine 
A2A receptor antagonists in reducing immobility time in the tail suspension test was 
confirmed and extended in two groups of mice. Specifically, SCH 58261 (1 - 10 mg kg(-l)) 
and ZM 241385 (15 - 60 mg kg(-l)) were effective in mice previously screened for having 

30 high immobility time, while SCH 58261 at 10 mg kg(-l) reduced immobility of mice that 
were selectively bred for their spontaneous 'helplessness' in this assay. 5. Additional 
experiments were carried out using the forced swim test. SCH 58261 at 10 mg kg(-l) reduced 
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the immobility time by 61%, while KW 6002 decreased the total immobility time at the doses 
of 1 and 10 mg kg(-l) by 75 and 79%, respectively. 6. Administration of the dopamine D2 
receptor antagonist haloperidol (50 - 200 microg kg(-l) i.p.) prevented the antidepressant-like 
effects elicited by SCH 58261 (10 mg kg(-l) i.p.) in forced swim test whereas it left unaltered 
its stimulant motor effects. 7. In conclusion, these data support the hypothesis that A2A 
receptor antagonists prolong escape-directed behaviour in two screening tests for 
antidepressants. Altogether the results support the hypothesis that blockade of the adenosine 
A2A receptor might be an interesting target for the development of effective antidepressant 
agents. 

2. Blier P. Pharmacology of rapid-onset antidepressant treatment strategies. Clin Psychiatry 
2001;62 SuppI 15:12-7 

Although selective serotonin reuptake inhibitors (SSRIs) block serotonin (5-HT) reuptake 
rapidly, their therapeutic action is delayed. The increase in synaptic 5-HT activates feedback 
mechanisms mediated by 5-HTlA (cell body) and 5-HTlB (terminal) autoreceptors, which, 
respectively, reduce the firing in 5-HT neurons and decrease the amount of 5-HT released per 
action potential resulting in attenuated 5-HT neurotransmission. Long-term treatment 
desensitizes the inhibitory 5-HTl autoreceptors, and 5-HT neurotransmission is enhanced. 
The time course of these events is similar to the delay of clinical action. The addition of 
pindolol, which blocks 5-HTlA receptors, to SSRI treatment decouples the feedback 
inhibition of 5-HT neuron firing and accelerates and enhances the antidepressant response. 
The neuronal circuitry of the 5-HT and norepinephrine (NE) systems and their connections to 
forebrain areas believed to be involved in depression has been dissected. The firing of 5-HT 
neurons in the raphe nuclei is driven, at least partly, by alpha 1-adrenoceptor-mediated 
excitatory inputs from NE neurons. Inhibitory alpha2-adrenoceptors on the NE 
neuroterminals form part of a feedback control mechanism. Mirtazapine, an antagonist at 
alpha2-adrenoceptors, does not enhance 5-HT neurotransmission directly but disinhibits the 
NE activation of 5-HT neurons and thereby increases 5-HT neurotransmission by a 
mechanism that does not require a time-dependent desensitization of receptors. These 
neurobiological phenomena may underlie the apparently faster onset of action of mirtazapine 
compared with the SSRIs. 

3. Tranquillini ME, Reggiani A. Glycine-site antagonists and stroke. Expert Opin Investig 
Drugs 1999 Nov;8(ll): 1837-1 848 
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The excitatory amino acid, (S)-glutamic acid, plays an important role in controlling many 
neuronal processes. Its action is mediated by two main groups of receptors: the ionotropic 
receptors (which include NMDA, AMPA and kainic acid subtypes) and the metabotropic 
receptors (mGluR(l-8)) mediating G-protein coupled responses. This review focuses on the 
strychnine insensitive glycine binding site located on the NMDA receptor channel, and on the 
possible use of selective antagonists for the treatment of stroke. Stroke is a devastating 
disease caused by a sudden vascular accident. Neurochemically, a massive release of 
glutamate occurs in neuronal tissue; this overactivates the NMDA receptor, leading to 
increased intracellular calcium influx, which causes neuronal cell death through necrosis. 
NMDA receptor activation strongly depends upon the presence of glycine as a co-agonist. 
Therefore, the administration of a glycine antagonist can block overactivation of NMDA 
receptors, thus preserving neurones from damage. The glycine antagonists currently 
identified can be divided into five main categories depending on their chemical structure: 
indoles, tetrahydroquinolines, benzoazepines, quinoxalinediones and pyrida-zinoquinolines. 

4. Monopoli A, Lozza G, Forlani A, Mattavelli A, Ongini E. Blockade of adenosine A2A 
receptors by SCH 58261 results in neuroprotective effects in cerebral ischaemia in rats. 
Neuroreport 1998 Dec l;9(17):3955-9 Related Articles, Books, LinkOut 

Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
we assessed whether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0.01 
mg/kg either i,p. or i.v.) administered to normotensive rats 10 min after ischaemia markedly 
reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0,05). Similar 
effects were observed when SCH 58261 (0.01 mg/kg, i.p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially usefiil biological target for the reduction of brain injury. 

P. GMAC027522_A AND GMAC036216_C: GPCR 

Expression of gene GMAC027522_A and variant GMAC036216_C was assessed 
using the primer-probe sets Ag2377, Ag2607, Ag2610, AglSOl and Agl585, described in 
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Tables PA, PB, PC, PD and PE. Results of the RTQ-PCR runs are shown in Tables PF, PG, 
PH, PI, PJ, PK and PL. 



Table PA . Probe Name Ag2377 



Primers 


Hi.i.'.h .I.iiltli.i. n !■ . . »■ ,,«„.......«.a.Jl.llMlll^ .■■1..MM...II 

Sequences 


Length 


Start 

Position 


SEQID 

NO: 




. 

5 ' -atgggaaacaccatcatcatag-3 ' 


22 


200 


273 


■ 

Probe : 


TET-5 ' -tggtcatagctgacacccacctacat-3 * - 
TAMRA 


26 


225 


274 


Reverse 


5 ' -aattgcccaggaagaagtacat-3 ' 


22 


257 


275 



Table PB . Probe Name Ag2607 



Primers 


Sequences 


Length 

■. »* 


Start 
Position 


SEQID 
NO: 


Forward 


5 ' -catagctgacacccacctacat-3 ' 


22 \ 


229 


276 


Probe 


TET-5 ' -cacccatgtacttcttcctgggcaat-3 ' - 

TAMRA 


26 \ 


1 252 : 


277 


Reverse 


5 ' -actgcagtcatggttaccaaga-3 ' 


22 i 


1 294 1 


: 278 



Table PC . Probe Name Ag2610 



Primers! 


Sequences 


Length 

22 


Start 
Position 


seqidI 

NO; 


Forward! 


5 » -gtctcacctcacactggtcttc-3 ' 


808 


279 j 


Probe 


TET-5 ' -catctttctgtatgtcaggcctggca-3 ' - 
TAMRA 

, J s 


26 \ 


847 


280 


li,«i<«,imt.i 1 1 If w 

Reverse 


5 * -ctgacttgcacagagtgagctt-3 ' 


22 ; 


873 


281 


Table PD. Probe Name AglSOl 


Primers 


Sequences 


Length 


Start 
Position 


SEQID 
NO: 


Forward, 


5 ' -catagctgacacccacctacat-3 ' 


22 \ 


1 229 


282 


Probe 


TET-5 * -cacccatgtacttcttcctgggcaat-3 ' - 
TAMRA 


26 


1 252 


283 


' ' 

Reverse 


J * ..i.,,.,,., f c \ 

5 ' -ctgcagtcatggttaccaagat-3 ' 


22 


1 293 


284 


Table PE. Probe Name Agl585 


Primers 


Sequences 


Length 


Start 
Position 


SEQ ID 
NO: 


Forward 


5 * -catagctgacacccacctacat-3 ' 


22 ' 


I 229 


285 


Probe 


' — - 

TET-5 ' -cacccatgtacttcttcctgggcaat-3 ' - 26 


252 


; 286 



310 





TAMRA 


i., ,J 


1 ! 




Reverse 


5 ' -ctgcagtcatggttaccaagat-3 ' 


1 22 i 


293 


1 287,, „ 1 



Table PF . CNS_neurodegeneration_vl.O 



Tissue 
Name : 


Rel. 
Exp.(%) 

Ag2377, i 
Run 
208271229 


Rel. 
Exp.(%) 
Ag2607, 
Run 
208971580 


Rel. 
Exp.(%) 
Ag2610, 
Run 
208393679 


Tissue 
Name 


Rel. 
Exp.(%) 
Ag2377, 
Run 
208271229 


Rel. 
Exp.(%) 
Ag2607, 
Run 
208971580 


Rel. 
Exp.(%) 
Ag2610, 
Run 
208393679 


AD 1 
Hippo 


~t 

9.2 


4.5 


14.9 


Control 
(Path) 3 
Temporal 
Ctx 


1.4 


1.4 


0.0 


AD 2 

Hippo 


10.7 


15.1 


45.7 


Control 
(Path) 4 
Temporal 
Ctx 


18.2 


35.1 


36.9 


AD 3 
Hippo 


8.8 


8.5 


18.7 


AD 1 

Occipital 
Ctx 


16.3 


35.6 


17.7 


■ 

AD 4 
Hippo 


7.2 


9.0 


4.8 


|AD2 

Occipital 

Ctx 

(Missing) 


0.0 


0.0 


0.0 


ADS 

Hippo 


32.5 


44.4 


48.0 


AD 3 
Occipital 

Ctx 


10.3 


13.0 


18.9 


AD 6 
jnippo 


100.0 


35.6 


33.9 


AD 4 
Occipital 

Ctx 


16.4 


57.4 


20.0 


Control 2 
jciippo 


24.0 


33.4 


j 

22.5 


ADS 

Occipital 
Ctx 


11.8 


27.5 


22.4 


Control 4 


5.6 


7.4 


13.9 


ADS 

Occipital 
Ctx 


■ 

3.6 


18.0 


13.6 


Control 
(Path) 3 
Hippo 


4.0 


6.2 


0.0 

' 1 II i' 


Control 1 
Occipital 
Ctx 


7.2 


7.7 


2.6 


- 

AD 1 

Temporal 

Ctx 


36.6 


60.3 


27.4 


Control 2 
Occipital 
Ctx 

" 


0.1 


■ 

55.5 


25.3 


AD 2 

Temporal 

Ctx 


18.3 


————————— 

39.5 


46,3 


Control 3 \ 

Occipital 

Ctx 


19.3 


29.1 

i 


32.3 
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AD 3 

Temporal 

Ctx 


.,„,„.„,, , — 
10.1 


10.3 


18.9 


Control 4 
Occipital 
Ctx 


10.0 


20.9 


8.2 


AD 4 

Temporal 

Ctx 


30.4 


52.5 


31.9 


Control 
(Path) 1 
Occipital 

Ctx 


62.9 
1 


100.0 




100.0 


AD 5 Inf 
Temporal 

Ctx 


35.1 


... 

85.3 


52.5 


Control 
(Path) 2 
Occipital 
Ctx 


23.5 


47.6 

: 

: 


12.9 


ADS 
Sup 

Temporal ; 
Ctx 


10.7 


36.6 


28.7 


Control 
(Path) 3 
Occipital 

Ctx 


1.1 


2.2 


5.2 


AD 6 Inf 
Temporal 

LA. 


■jar..8a..i!r,.Ji.<!..g---«.f-'ra. g.mn— sa 

27.5 




60.7 


Control 
(Path) 4 
Occipital 
Ctx 


30.8 

\ 

v.»y:-icr.-:^-\--^y-''->^ --■-I^-a^->>J^T)cy;^M^aa:^ 


46.0 


39.2 


AD 6 
Sup 

Temporal 

Ctx 


22 4 


12 2 \ 


52.5 


Control 1 

Parietal 
Ctx 


14.3 


35.1 


10.0 


Control 1 

Temporal \ 

Ctx ; 


3.9 


1 — - - ■ T 

15.6 


6.0 


Control 2 

Parietal 

Ctx 




17.4 


61.1 


30.6 


Control 2 
Temporal 
Ctx 


7.6 


11.6 


13.0 


Control 3 

Parietal 
Ctx 


15.5 


26.2 


25.7 


Control 3 
Temporal 


9.7 


12.6 


4.4 


Control 

(Path) 1 
Parietal 
Ctx 


27.2 


60.3 


64.6 


' < 

Control 3 
Temporal 

CtY 


' 

11.5 


15.4 


6.8 


Control 
(Path) 2 
Parietal 

Ctx 


57.0 


54.7 


43.8 


Control 
(Path) 1 
Temporal 
Ctx 


43.8 


67.4 


1 36.3 

S 
f 


Control 
(Path) 3 
Parietal 
Ctx 


2.0 


0.0 


7.3 


Control 
(Path) 2 
Temporal 
Ctx 


17.8 


35.6 


22.4 


Control 
(Path) 4 
Parietal 
Ctx 


48.3 


65.5 


82.9 
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Table PG. Panel 1.2 





Tissue Name 


Rel. Exp.(%) AglSOl, 
Run 140466099 


Tissue Name 


Rel. Exp.(%) AglSOl, 
Run 140466099 




Endothelial cells 


6.8 


Renal ca. 786-0 


14.3 




Heart (Fetal) 


0.3 




Renal ca. A498 


12.6 




Pancreas 


0.6 


Renal ca. RXF 393 


15.9 




Pancreatic ca. CAP AN 
2 


0.3 


Renal ca. ACHN 


11.8 




Adrenal Gland 


16.4 


Renal ca. UO-3 1 


21.0 




Thyroid 


0.0 


Renal ca. TK-10 


28.3 




Salivaiy gland 


38.2 


Liver 


7.6 




Pituitary sland 


1.2 


Liver (fetal) 


5.1 




Brain (fetal) 


20.6 


Liver ca. 

(hepatoblast) HepG2 


9.9 




Brain (whole) 


13.3 

J 


Lung 


0.0 




Brain (amygdala) 


17 9 
1 / .Z 




0 9 




Brain (cerebellum) 


1. — ' — ' — 

7.0 


Lung ca. (small cell) \ 

T Y-l 


33.9 


'i r: ii 

"7* "vti" 


Brain (hippocampus) 


67.4 


Lung ca. (small cell) 


58.6 


•p.r - 

■V* mSr** 

H ft 


Brain (thalamus) 


92.0 


Lung ca. (s.cell var.) 

QTXp 77 

oxlr-/ / 


3.6 


V t 


Cerebral Cortex 


85.3 


Lung ca. (large 

ceil jlNL^i-riT-OU 


24.0 

■- • ■ — — — i 




Spinal cord 


25.0 


Lung ca. (non-sm. 


30.8 




Glio/astro U87-MG 


17.0 


Lung ca. (non-s.cell) 


81.8 




Glio/astroU-118-MG 


5.5 


Lung ca. (non-s.cell) 


24.3 




^ w....-^^w..^ 

astrocytoma SW1783 


7.2 


NCI-H522 


59.0 




Neuro*; met SK-N-AS 


1.5 


jLung ca. ^scjuam.^ 
SW 900 


10.4 




astrocytoma SF-539 


2.4 


Lung ca. (^scjuam.j 
NCI-H596 


25.7 




astrocytoma SNB-75 


14.2 


Mammary gland 


15.3 




glioma SNB- 19 


23.5 


iBreast ca.* (pl.ef) 

|mCF-7 


2.1 




glioma U25 1 


6.9 


preast ca.* (pl.ef) 
MDA-MB-23 1 


2.3 




glioma SF-295 


18.8 


IBreast ca.* (pi. ef) 


88.9 
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T47D j 




50.7 


Breast ca. BT-549 

, : r 1 ' j^-"-"---. 


6.1 


Skeletal Muscle 


13.2 


Breast ca. MDA-JN 


n A n 
/4. / 


Bone marrow 




Ovary 


0.7 


Thymus 


0.0 


Ovarian ca. OVCAR-; 
3 


14.3 


Spleen 


niiiriii nmrimmmii wniTiiminnrr f it — 

4.6 


Ovarian ca. OVCAR-i 
4 


40.3 


Lymph node 

i 


2.9 


Ovarian ca. OVCAR- 
5 


72.7 


Colorectal 


9.3 


Ovarian ca. OVCAR- 

8 


100.0 


Stomach 


0.7 


Ovarian ca. IGROV- | 

■i 

1 


56.3 


Small intestine 


6.5 


Ovarian ca. (ascites) 
SK-OV-3 


16.4 


Colon ca, SW480 1 1.5 


Uterus 


9.5 

. , ,„ „,.„..,..., , .| 


Colon ca.* SW620 
(SW480met) 


16.2 


Placenta 


39.0 


Colon ca.HT29 


14.7 i 


Prostate 


8.8 


Colon ca.HCT-1 16 


7.6 


Prostate ca.* (bone 
met) PC-3 


39.0 


Colon ca. CaCo-2 


9.4 


Testis 


14.0 


CC Well to Mod Diff ^ 
(OD03866) 


31.2 


Melanoma 
Hs688(A).T 


1.3 


Colon ca. HCC-2998 


10.3 


Melanoma* (met) 
Hs688(B).T 


10.6 


Gastric ca. (liver met) 
NCI-N87 


21.3 


Melanoma UACC-62 


48.6 

-85J5t.ejiiminn . . i itr ii-rvr = mnT-rf-^i. n i TTi.rrn-mmjB 


Bladder ; 


36.6 


Melanoma M14 


69 J 


Trachea 


0.0 


Melanoma LOX 
IMVI 


0.0 


Kidney 


35.8 


Melanoma* (met) 
SK-MEL-5 


9.7 


Kidney (fetal) 


14.9 






Table PH. Panel 1.3D 



Tissue Name 


ReL Exp,(%) 
Agl585, Run 
165529870 


Rel.Exp.(%) 
Ag2377,Run 
165631765 


ReLExp.(%) 
Ag2607, Run 
166219825 


Rel. Exp.(%) 
Ag2610, Run 
166162989 


Liver 

adenocarcinoma 


5.1 


5.6 


0.0 


0.0 
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0 0 


0.0 


0.0 


0.0 


CAPAN 2 


0.0 


0.0 


0.0 


5.6 


Adrenal gland 


0.0 


0.0 


0.0 


0.0 


— — . — '""^ •* 

Thvroid 


0.0 


0.0 


0.0 


0.0 


Salivary gland 


11.0 


4.5 


7.0 


0.0 


Pituitary gland 


0.0 


0.0 


7.7 


28.9 


Brain (fetal) 


31.2 


53.2 


12.7 


21.0 






48 6 


100 0 


100.0 


Brain (amygdala) 


15.4 


0.0 


31.9 


0.0 


,f^fy~ — — aa,.Y.T-TO. a 

Brain (cerebellum) 


— rrr itTf ~ ~ • ' • in 111 rirnwr 

10.0 


19.0 


U.U 


Lj.L 


Bram 

(^nippocampus ) 


5.5 


20.3 


17.3 


7.0 


Jtiram (^suDsianua 
nisra) 


54.3 


80.7 


49.3 


31.6 


Brain (thalamus) 


26.2 


58.2 


55.5 


72.2 






0 0 


14 3 


0.0 


Spinal cord 


. / — . ■ .^.ir.;<r.^.-...yi^^ 

100.0 


100.0 

a'-fftrr 'TiV iriifH nrmi„miiiaistA-r"tri rrrtr ,ft ,n, nrmai 


98.6 


38.7 


Glio/astro U87-MG 


13,0 


0.0 


A A 


U.U 


glio/astroU-118- 
MG 


4.2 


7.2 


0.0 


0.0 


astrocytoma 
SW1783 


0.0 


0.0 


19.9 


0.0 


neuro*; met SK-N- 

A C 


0.0 


0.0 


0.0 


0.0 


^ _ ^ ^ . ^ ^ * ..^ .o -*..^ 

astrocytoma or-jov 


IZ.J 


U.J 


0 0 

i,nirn,iTT-nwi»,»^^w.r^ 


5 4 

..iVi.ffmiiTHTtTfMiKB.iYr rTtm fr TrftwwdijinKWMaaaaBU 


astrocytoma oInjd- 
75 


0.0 


0.0 


0.0 


3.9 


glioma SNB- 19 


2.1 


4.0 


4.5 


18.2 


glioma U251 


19.3 


0.0 


0.0 


0.0 


glioma or-zyo 




0 0 


0 0 


0 0 


Heart (retaij 


A n 
u.u 


0 0 


0 0 


0 0 


rieart 




1 0 7 


0 0 

i 


0 0 

V/.V 


oKcietai muscle 
(Fetal) 


0.0 


0.0 


0.0 


0.0 


Skeletal muscle 


6.1 


1 


0.0 


0.0 


Bone marrow 


0.0 


1 0.0 


0.0 


0.0 


Thymus 


0.0 


1 0.0 


0.0 


0.0 


Spleen 


0.0 


1 0.0 


0.0 


0.0 


Lymph node 


6.7 


1 0.0 


0.0 


0.0 


Colorectal 


10.7 


1 ^-^ 


0.0 


0.0 


Stomach 


0.0 


0.0 


0.0 


72 

'•"^ 
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Simi^ll intestine 


00 


0.0 


0.0 


0.0 


Colon ca SW480 


00 


0,0 


0.0 i 


5.2 


Tnlon ca * SW620 
(SW480 met) 


6.8 


0.0 


6.8 


8.5 




0 0 


0 0 


0.0 


0.0 


Colon ca.HCT-1 16 


5.9 


0.0 


0.0 


0.0 


Colon ca, CaCo-2 










CC Well to Mod 

Dili (ODOiooo) 


0.0 


0.0 


0.0 


0.0 


Colon ca. HCC- 


0.0 


0.0 


0.0 


0.0 


met) NCI-N87 


0.0 


6.7 


0.0 


8.0 


Bladder 


2.8 


0.0 


9.9 


17.4 


Trachea 


0.0 


6.4 


0.0 


0.0 


Kidney 


0.0 


0.0 


0.0 


0.0 


Kidney (fetal) 


0.0 


0.0 


0.0 


12.3 


Renal ca. 786-0 


0.0 


3.4 


0.0 


0.0 


Renal ca. A498 


6.9 


0.0 


0.0 


6.1 


Renal ca. RXF 393 


0.0 


9.5 


0.0 


7.9 


Renal ca. ACHN 


0.0 


0.0 


3.1 


6.4 


Renal ca. UO-3 1 


11.0 


0.0 


0.0 


0.0 


Renal ca. TK-10 


4.9 


0.0 ; 


0.0 

■ ■irooro-i.ionrilMlnVil>f..ir ri.w>,;.<K ;,wrvwvfn»ininmiiin»irr- 


0.0 


Liver 


8.0 


0.0 


A A 


A A 

U.U 


Liver (fetal) 


A A 

0.0 


A A 

0.0 j 


A A 
U.U 


U.U 


Liver ca. 
(hepatoblast) 

Jtiepvjz 


0.0 


0.0 


0.0 


0.0 


Lung 


11.0 


0.0 


0.0 

■ 


0.0 


Lung (fetal) 


0.0 


0.0 


0.0 


A A 

0.0 


Lung ca. (small 
cell) LX-l 


3.5 


14.0 


7.4 


0.0 


Lung ca, (small 
cell) NCI-H69 


0.0 


0.0 


0.0 


0.0 


Lung ca. (s.cell 
var.) SHP-77 


0.0 


0.0 


0.0 


4.1 


Lung ca, (large 

celljJNd-rl4oU 


3.3 


0.0 


0.0 


0.0 


Lung ca. (non-sm. 
cell) A549 


0.0 


0.0 


0.0 


0.0 


Lung ca. (non- 
s.cell) NCI-H23 


5.3 


14.4 


8.2 


5.6 
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Lung ca. (non- 
s.cell) HOP-62 


0.0 


0.0 


0.0 


0.0 


Lung ca, (non-s.cl) 
NCI-H522 


0.0 


0.0 


0.0 


0.0 


Lung ca. (squam.) 
SW900 


7.2 


5.4 


0.0 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 


0.0 

■ 


0.0 


0.0 


i n tT«..wr-8.a ir.7rn..~ru 

Mammary gland 


A A 

0.0 


U.U 


7 7 

ir-iiiTri.fi ,rrniiiMTfrm.Mi,.r.rri = — ; 


U.U 


Breast ca.* (pl.ef) 
MCF-7 


4.7 


0.0 


0.0 


0.0 


Breast ca.* (pl-^f) 

iv/fnA MR 9^1 
iViUA.-iVlJ3-Z J 1 


0.0 


0.0 

' ■ — '■■ 


0.0 

— — ' 


6.0 


T47D 


14.0 


0.0 


6.9 


29.3 


DiCdbL L/d.. Jl> 1 "•J*t!7 


0 0 


00 

rr-T — „ , - ^ 


0.0 

" -"'T^i.ttii rTiTitiffl- f > ■■■■■i 


0.0 


Breast ca. MDA-N ( 


5.2 


12.6 


18.0 


0.0 


Ovary 


0.0 


A A 
O.U 


U.U 


U.U 


Ovarian ca. 
OVCAR-3 


0.0 


0.0 


15.8 


0.0 


Ovarian ca. 
OVCAR-4 


0.0 


0.0 


0.0 


5.0 


Ovarian ca. 
OVC AR-5 


7.7 


0.0 


11.7 


4.5 


Ovarian ca. 
OVCAR-8 


29.7 


15.9 

r 1 II 


18.3 


8.0 


■ * — ■ ■■ ■• 

Ovarian ca. 

lijrKU V-1 


17.6 


0.0 


0.0 


0.0 


vjvanan ca. 
(ascites) SK-OV-3 


0.0 


0.0 


0.0 


6.4 


Uterus 


0 n 




6 1 


00 


jrxacenia 


SI 8 
^ i .o 


21 5 


43 2 


39.0 


Prostate 


0.0 


14.6 


0.0 


0.0 


Prostate ca.* (bone 
met) PC-3 


0.0 


0.0 


6.0 


0.0 


Testis 


17.4 


1 yf O 

14.8 


lo.o 


1 A <i 


Melanoma 
Hs688(A).T 


0.0 


0.0 

- 


0.0 


0.0 


Melanoma* (met) 

|hs688(B).T 


0.0 


0.0 


0.0 


0.0 


[Melanoma UACC- 
162 


0.0 


3.7 


0.0 


6.9 


[Melanoma M 14 


6.4 


35.6 


12.1 


0.0 
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■ • 

iVieianoind lajj\. 


0.0 


0.0 


0.0 


0.0 


IMVI 


in 1.^ . 1 ' ■ 






Melanoma* (met) 


0.0 


0.0 


0.0 


10.4 


SK-MEL-5 






Adipose 


0.0 


0.0 


0.0 


0.0 



Table PI. Panel 2.2 



Tissue 
Name 


Rel. 

Exp.(%) 
Ag2377, 

JLVUU 

174553776 


Rel. 

Exp.(%) 
Ag2607, ! 

Run 
175128152 


Rel. 

Exp.(%) 
Ag2610, 

Run 
174929487 


Tissue 
Name 


Rel. 
Exp.(%) 
Ag2377, 

Run 
174553776 


Rel. 
Exp.(%) 

Ag2607, 

Run 
175128152: 


Rel. 
Exp.(%) 
Ag2610, 

Run 

174929487 


Normal 
Colon 


0.0 


0.0 

* 


0.0 


Kidney 
Margin 
(OD04348) 


0.0 


20.7 


13.8 


Colon cancer 
(OD06064) i 

1 


15.3 


0.0 


0.0 


Kidney 
malignant 
cancer 
(OD06204B) 


24.1 


21.8 


0.0 


Colon 

iVlalglll 

(OD06064) 


0 0 


0 0 


0 0 


Kidney 
normal 
adiacent 
tissue 

(OD06204E) 


0.0 


0.0 


0.0 


A^oion Cancer 
(OD06159) 


■ 

0.0 

_ ' 


0.0 


0.0 


Kidney 
Cancer 
(OD04450- 
01) 


0.0 


9.5 


0.0 


Colon 

Margin 

(OD06159) 


0.0 


0.0 


0,0 


Kidnev 
Margin 
(OD04450- 
03) 


0.0 


0.0 


0.0 


;-as-a..j-....rr^.frrri n rmt fn.immi.<rB8 

Colon cancer 

(OD06297- 

04) 


0.0 


0.0 


0.0 


Kidney 
Cancer 

8120613 


0.0 


0.0 


0.0 


Colon 
Margin 
(OD06297- 
015) 


0.0 


0.0 


0.0 

1 


Kidney 
Margin 
8120614 


0.0 


0.0 


0.0 


CC Gr.2 
ascend colon 
(OD03921) 


0.0 


0.0 


1 0.0 


[Kidney 
jCancer 
9010320 


0.0 


0.0 


0.0 


CC Margin 
(OD03921) 


0.0 


0.0 

. 


1 0.0 


Kidney 
Margin 
9010321 


0.0 


0.0 


0.0 
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Colon cancer; 

metastasis 

(OD06104) 


0.0 


1 
% 

0.0 j 


0.0 


Kidney 
Cancer 

8120607 

. i 


0.0 


0.0 

-= ^• 


0.0 


-- V 

Lung Margin 


0.0 


0.0 


0.0 


Kidney 
Margin 
8120608 


0.0 


0.0 


0.0 


Colon mets : 
to lung 
(OD04451- 
01) 


97 0 


0 0 

1 

t 


0 0 

J 


Normal 

Uterus 


35.6 


17.8 


0.0 


Lung Margini 

(OD04451- 

02) 


32.5 


0.0 


0.0 


i 

Uterine 

Cancer 

064011 

■ 


0.0 


0.0 


0.0 


Normal 
Prostate 


0.0 


0.0 


0.0 


Normal 
Thyroid 


0.0 


0.0 


0.0 


Prostate 

Cancer 

(OD04410) 


] 

0.0 


0.0 1 


0.0 


TVivroid 

Cancer 


0.0 


0.0 


0.0 

1 

.iryrr.r..ii-rr'~r-"i.:-hrr>:,,;i,:;,tt«»si;a'(m«ii 


Prostate 
Margin 

(OD04410) 


" t IT. «aff( nil.*... 

0.0 


0.0 


0.0 


Thyroid 

Cancer 

A302152 


0.0 


0.0 


0.0 


Nonnal 
Ovary 


0.0 


0.0 


0.0 


Thyroid 

Margin 

A302153 


0.0 


0.0 


0.0 


Ovarian 

cancer 

(OD06283- 

03) 


10.7 


0.0 


0.0 


Normal 

Breast 


15.0 


8.7 


12.3 


Ovarian 
Margin 
(OD06283- 
07) 


0.0 


0.0 


18.0 


Breast 
Cancer 


0.0 


0.0 


0.0 


Ovarian 
Cancer 


.1 ' 

U.U 


i 




Breast 
Cancer 


84 1 


36.1 

^ 


16.0 


Ovarian 
cancer 

(UL>Uol4j) 


0.0 


0.0 




0.0 


Breast 
Cancer 
|(OD04590- 
|01) 


0.0 


0.0 


0.0 


Ovarian 
Margin 

fOD06145'i 


34.9 

i 

; 


0.0 


0.0 


iBreast 
Cancer Mets 

j(OD04590- 

|03) 


22.5 


1 0.0 


0.0 


^ J .f^ JLV.'y-f^^^.. ...A jL 

Ovarian 
cancer 
(OD06455- 
03) 


"yj ^ ' j^-t^--^ ^- 

24.7 


'\ ■ ,r..,.. - I'll nr.. 

0.0 


0.0 


Breast 

Cancer 

Metastasis 


0.0 


1 0.0 


38.4 
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Ovarian 
Margin 
(OD06455- 
07) 


9 9 


0.0 


0.0 1 


Breast 
Cancer 


0.0 


19.1 


16.0 


Normal 
Lung 


0.0 


9.2 


0.0 


Breast 

Cancer 

9100266 


100.0 


100.0 


85.3 


Invasive | 
poor diff. j 
lung adeno 
(OD04945- 
01 


12.7 


0.0 


0.0 


Breast 

Margin 

9100265 


9.9 


0.0 


25.7 


Lung Margini 

(OD04945- 

03) 


0.0 


18.3 


0.0 


Breast 
Cancer 

A209073 


0.0 


0.0 


0.0 


Lung 

Malignant 
Cancer 
(OD03126) \ 


0 0 


GO 


0.0 


Breast 

Margin 

A2090734 


14.6 

> 


0.0 


20.3 


Lung Margin; 


0.0 


0.0 


0.0 


Breast 
cancer 
(OD06083) 


75.8 


9.9 


100.0 


Lung Cancer 
(OD05014A) 


0.0 


0.0 


18.7 


Breast 
cancer node 
metastasis 

(UUKJOKJOJ) 

— — r "-1 — r 


16.6 

— ~ - - « 


25.3 


37.6 


Lung Margin 
(OD05014B) 


19.5 




6.0 


0.0 

- - 


Normal 

Liver 


0.0 


0.0 


0.0 


Lung cancer 

(OD06081) 


; - 1 r r n. 

25.9 

\ 


9.3 


E B — , 

0.0 


Liver Cancer 
1026 


0.0 


0.0 


0.0 


Lung Margin 
(OD06081) 


0.0 


, ■.. 

0.0 


0.0 


Liver Cancer 
1025 


33.4 


6.7 


0.0 


Lung Cancer 

(OD04237- 

01) 


0.0 


0.0 


0.0 


Liver Cancer 
6004-T 


0.0 


0.0 


0.0 


Lung Margin 

(OD04237- 

02) 


0.0 


11.0 


0.0 


Liver Tissue 
6004-N 


0.0 


0.0 


0.0 


Ocular Mel 

Met to Liver 
(ODO4310) 


13.6 


0.0 


0.0 


Liver Cancer 
6005-T 


0,0 


0,0 


0,0 


Liver 

Margin 

(ODO4310) 


— 

0.0 

1 


0.0 


0.0 


Liver Tissue 
6005-N 


0.0 


9.7 


0.0 


Melanoma 
Metastasis 


1 0.0 


2.6 


0.0 


Liver Cancer 

«r,. ■<■.■(■„,«■>« .CI. ,irimiM...*.i« 


0.0 


0.0 


0.0 
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Lung Margin! 
(OD04321) 1 


0.0 


i 

0.0 


0.0 


Normal 
Bladder 


0.0 


0.0 


. 

13.7 


Normal 
Kidney j 


17.9 


■ 

0.0 


0.0 

i 


Bladder 
Cancer 


0.0 1 


0.0 


0.0 


■■ ~ " - " ^ 

Kidney Ca, 

Nuclear 

grade 2 

(OD04338) ; 


0.0 


0.0 


21.5 


Bladder 
Cancer 


0.0 


0.0 


20.2 


Kidney 
Margin 

(OD04338) ' 


0.0 


0.0 


0.0 


Normal 
Stomach 


0.0 


0.0 


0.0 


^ .a ..j^ ■ ■ ■ * 

Kidney Ca 
Nuclear 
grade 1/2 
(OD04339) 


15 3 


0.0 


43.5 


Gastric 
Cancer 
9060397 


0.0 


0.0 


0.0 


Kidney 
Margin 
(OD04339) 


0.0 


0.0 


0.0 

-3i m.Y..y..,.<i,y.'i7rim«,.i^..K.«aga. 


Stomach 
Margin 

19060396 


0.0 

-f- - assjss s 


7.6 


0.0 


...:r.i&ixxnm r •»r-r„mr,....H- 

Kidney Ca, 
Clear cell 
type 

(OD04340) 


0 0 

\J •m\J 


...Kgi. .v r a-i.TiM-any—a,-) 

0 0 


0.0 


Gastric 

Cancer 
9060395 


33.2 


7.6 


51,8 


Kidney 
Margin 
(OD04340) 


0.0 


12.2 


0.0 


Stomach 
Margin 


0.0 


0.0 


21.0 


Kidney Ca, 
Nuclear 
grade 3 
(OD04348) 


0.0 

i . . 


0.0 


0.0 


[Gastric 
jCancer 
064005 


0.0 

* ,1, .- 


0.0 


0.0 



Table PJ. Panel 4D 



Tissue Name 1 

r —I 


Rel.Exp.(%) 
Agl585,Run 
165373550 


ReLExp.(%) 
Ag2377,Run 
164216614 


ReI.Exp.(%) \ 
Ag2607,Run 
164160833 


Rel. Exp.(%) 
Ag2610, Run 
164216616 


Secondary Thl act i 


0.0 


27.4 


14.3 


8.6 


Secondary Th2 act j 


0.0 


36.3 


0.0 


11.0 

■ i..r»..iri f iim- f in n i 


Secondary Trl act 


0.0 


10.5 


9.4 


25.7 

^ r 


Secondary Thl rest 


1 0.0 


0.0 


0.0 


0.0 


Secondary Th2 rest 


i 0.0 


0.0 


0.0 


0.0 


il IM.MiUntrM,,, , , , < /■ ,ll(CV,l>f war 1 f lnW w...-..,«| 

Secondary Trl rest 


0.0 


12.9 

■1 11.11111111 nmi •■• inmi n 


0.0 


0.0 


Primary Thl act 


0.0 


0.0 


0.0 


0.0 


Primary Th2 act 


i 0.0 


8.1 


1 0.0 


14.7 


Primary Trl act 


1 0.0 


25.3 


10.3 


17.0 
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Primarv TH1 rp<st 
riiiiictij' iiii i^oL 


0 1 


28.1 j 


53.2 


22.1 


Primary Th2 rest 


0.0 


69.3 ' 


23.3 


19.5 


Primary Trl rest 


U. i 


ID, J 


1 ^ t 




CD45RA CD4 
lymphocyte act 


0.0 


0.0 


0.0 


0.0 


-. i K^,.,*. 1 ..4M*^«M — ...^■■■a.. 

CD45RO CD4 

lymphocyte act 


0.0 

HI nr ii,.ii,mMnii« . i ^ i -.Mutt m «iiim>iw; 


34.4 


7.3 


3.9 


CD8 lymphocyte act 


0.0 


o n 
0. / 


9.2 


10.0 


Secondary CD8 
lymphocyte rest 


100.0 


31.0 


13.1 


0.0 


Secondary CDd 

lynipilUCjrlC dL/l 


0.0 


12.2 


10.8 


14.0 


K^U'-r lyniuiiucyic iivjiiC' \ 


0 0 


00 


0.0 


0.0 


9rv Thi /nrh?/Tr1 anti- 

CD95CH11 


0.0 


25.9 


14.6 


10.7 


LAiv ceiis resi 


n 0 


28.5 


33.2 


28 3 


cells iL>-z 


0 0 


0.0 


9.9 i 


0 0 


LAK cells IL-2+IL- 12 ; 


0.0 


20.0 j 0.0 


0.0 


LAK cells IL-2+IFN 

gamma 


0.0 


12.2 


10.0 


0.0 


L>/\iv CeilS IL,-Zi xL-lo i 


0 0 

V.V/ 


9.4 i 


0.0 


00 


ceiis 
PMA/ionomycin 


^ , : ~~ 

0.0 


18.9 


0.0 


11.1 


NK Cells IL-2 rest 


0.0 


25.5 


1 17.4 


15.5 

^ ^ ■,.rn,nn.n,.nn.n, 


Two Way MLR 3 day 


; 0.0 


31.2 


5.4 


0.0 

— ■■■,■„■■ I..,.. 


Two Way MLR 5 day 


i 0.0 


0.0 


12.0 


8.8 


Two Way MLR 7 day 


1 0.0 


10.6 


0.0 


0.0 


PBMCrest 0.0 


11.4 


5.0 ; 


0.0 


PBMCPWM 


1 0.0 


12.2 


19.5 

.-.■«^.>»«.|-i--Tyi-i-- fi roT-irrri r rrf r- UMiranrfjirumi 


32 8 


PBMCPHA-L 


1 0.0 


28.1 


18.6 


00 


Ramos (B cell) none 


0.0 


13.9 


18.8 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


16.6 


7.8 


24.1 


B lymphocytes PWM 


0.0 


15.7 


12.9 


10.5 


B lymphocytes CD40L 
andIL-4 


0.0 


24.8 


0.0 


0.0 


EOL-1 dbcAMP 


0.0 


13.7 


7.4 


00 


run r - -- -- - ' ' ■ 

EOL-1 dbcAMP 

PMA/ionomycin 


0.0 


6.2 


0.0 


0.0 


Dendritic cells none 


0.0 


15.5 


29.5 


23.8 


Dendritic cells LPS 


0.0 


10.7 


17.0 


i 0.0 


Dendritic cells anti- 


0.0 


11.5 


5.6 


1 0.0 
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CD40 




i 

— 






Monocytes rest 


0.0 


0.0 1 


0.0 


8.0 


' — — ' — ' — ' 

Monocytes LPS 


O.I 


100.0 1 


50.3 


100.0 


Macrophages rest 


O.I 


76.8 j 


100.0 


75.8 


Macrophages LPS 


0.0 


8.0 1 


8.5 


0.0 


HUVEC none 


0.0 


9.0 J 


0.0 


0.0 


XivJ V JCfV^ oUll VCU. ] 


0 1 


41.8 


2.8 


6.0 


HUVEC IL-lbeta 


0.0 


0.0 1 


0.0 


0.0 


TTT TT TT^^^ TT7XT - 

HUVEC IFN gamma 




0.0 i 4.0 


10 ? 


.^^ ..... . 1 ^ . , ^ w ..v>,.y^^(..tw_««_v«g_i 

TTTTl TT""/^ ''l''X TV 1 !_ » ) 

HUVEC TTsIF alpha + \ 
IFN gamma 


0.0 


0.0 4.0 


0.0 


-■^v>.^^ r>v^ ~> - ^ if^^-ni- ■furx.K/fli: 

HUVEC TNF alpha + 
IL4 


0.0 


12.4 


6.7 


0.0 


" ^ "-^ — r...r.i.: a.ft.iTi — rir rt-i.r..r., - -f i~K{OT..iernnirg»^ 

T "IT TT TT"* /~1 TT 1 "1 

HUVEC IL- 11 




12.6 


0.0 


u.u 


Lung Microvascular EC i 
none 


0.0 


1 7 


Ifi 7 


6.8 


Lung Microvascular EC 
TNFalphaH- IL-lbeta 


0.1 


u.u 

g.ii,'afl.'»m,-»r-TT- ra.-..fflW«,.,i8«<Trrmir<r.ag — -ti" 


19 0 


23.3 


Microvascular Dermal 
EC none 


w^..^-"" —————— 

0.0 


35.1 


4.5 


3.8 


Microsvasular Dermal [ 
EC TNFalpha + IL- 
Ibeta 


0.0 


8.2 


10.7 


15.8 




Bronchial epithelium 
TNFalpha + IL1 beta 


0.0 


0.0 

i 


0.0 


7.1 


Small airway 
epithelium none 


0.0 


0.0 

>;>«„f„ 


0.0 


0.0 

, _ - T., - 


Small airway 
epithelium TNFalpha + 
IL-lbeta 


0.0 


0.0 


10.7 


5.9 


Coronery artery SMC 
rest 


0.0 


12.2 


0.0 


0.0 


Coroneiy artery SMC 

1 IN r aipild ' iJ-. 1 UCUt 


0.0 


0.0 


0.0 


0.0 


Astrocytes rest 


0.0 


19.1 


1 5.1 


3.8 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


8.9 


1 0.0 

i — ■ ' 


0.0 

1 FT w -r.ff 1 !— B Si : 


KU-812 (Basophil) rest 


0.0 


0.0 

n . T II nf! I.. I-—- 


0.0 


u.u 


RU-o i z (tJasopnil J 
PMA/ionomycin 


0.0 


13.9 


1 

5.6 


0.0 


CCD 1106 

(Keratinocytes) none 


0.0 


10.7 


1 

1 4.3 


0.0 


CCD 1106 


■ I • • — 1l iil' 

0.0 


12.7 j 0.0 


1 13.5 
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(^jveraiinocyies ) 
TNFalpha + IL-lbeta 




r 






Liver cirrhosis 


0.1 


81.8 


50.0 


22.7 


Lupus kidney 


0.0 


23.2 j 


8.6 


18.3 


NCI-H292 none 


0.0 


0.0 

,.. , — « 


3.7 


20.4 


NCI-H292 IL-4 


0.0 


44.4 

ntftir'ir""""'"™"" -t-.-amim-m-HM w ma 


0.0 i 


7.2 


NCI-H292 IL-9 


0.0 


7.0 


0.0 


0.0 




0 0 


00 


3 9 


0.0 


JNUl-xlzyz iriN gamuia ; 


0 0 

\J.\J 


1 1 0 


L9 


11.0 


HPAEC none 


0.0 


6.3 


11.3 


0.0 


HPAEC TNF alpha + 
IL-1 beta 


0.0 


24.3 

—^..^^ — - ■"• ~ ■— — - 


4.5 


0.0 


Lung fibroblast none 


0.0 


0 0 


00 


15.3 


Lung fibroblast TNF 
alpha + IL-1 beta j 


0.0 


0.0 


7.4 


Lung fibroblast IL-4 j 


0.0 \ 


0 0 1 


00 


9.7 


Lung fibroblast IL-9 


0.0 


0.0 


3.3 


0.0 


Lung fibroblast IL- 1 3 


5.1 


A A 

0.0 


A A 


u.u 


Lung fibroblast IFN 
gamma 


0.0 


0.0 


5.1 


11.0 


Dermal fibroblast 

CCD 1070 rest 


0.0 


2.4 


15.7 


12.9 


Dermal fibroblast 
CCD 1070 TNF alpha 


0.0 


66.4 


10.4 

aiimnwr.ti nmnrwrr- - " -TmiTiTii i^.-yiwfliffn.i 


18.8 

^ »v, , ...... —r 


Dermal fibroblast 
CCD 1070 IL-1 beta 


0.0 


0.0 


0.0 

1 


0.0 

rr -r -• "~ 


^„,. „ ~ ~ ^.r-.. r,, >;-.,. r— a-.. t.-ta — trr-^.-mf 

Dermal fibroblast IFN 
gamma 


0.0 


15.1 


7.5 


0.0 


Dermal fibroblast IL-4 


0.0 


0.0 


0.0 


0.0 


.iiaw.iTiimMi iriiirrimri...i8-iir-.«»i-amr,nf nr- ' -mcmnrrifrr n fniiwiirii it«..<K^ 

IBD Colitis 2 


1. rt -f 

0.0 


J 10.7 


! 0.0 


12.2 


IBD Crohn's 


0.0 


1 0.0 


0.0 


6.1 


— TT f-"r-— " Ill II ifTDiTC T riirrii TntrTirTnirmrwiiin' T- niYiTrt 

Colon 


r"<*^ -ri -iTfTiiif -rnrTT-rrrrnri T 

0.0 


1 0.0 


0.0 


9.0 


Lung 


0.0 


j 0.0 


4.5 


\ 14.5 


Thymus 


0.1 

i .... ,„ ... 


j 24.1 


13.7 


7.8 


Kidney 


0.0 


j 44.4 


17.7 


1 19.6 



Table PK . Panel CNS_1 



Tissue Name 


Rel. Exp.(%) \ 
Ag2377, Run 
1 171656285 | 


Rel. Exp.(%) 
Ag2377, Run 
182012511 


Tissue Name 

jviaj-. i.i ■ - <,ii.,<Mm.)iri-iJ^j 


Rel. Exp.(%) 
Ag2377, Run 
171656285 ; 


Rel. Exp.(%) 
Ag2377, Run 
182012511 


BA4 Control 


i 6.1 


7.4 


BA17PSP 


0.0 


21.0 



324 



BA4 Control! 


8.8 


4.2 ; 


BAI / rbrZ 


1 1 1 


10 4 


BA4 

Alzheimer si , 


0.0 


7.1 


Sub Nigra 
Lontroi 


42.3 


41.2 


BA4 

Parkinson s 


24.7 


19.8 

■ 


Sub Nigra 
uontroiz 


29.5 


3.6 


BA4 

Parkinson's2 


17.8 


30.8 


Sub Nigra 
Alzheimer's2 


28.5 


12.6 


BA4 

Huntington's 


17.6 


3.7 


Sub Nigra 
Parkinson si 


55.1 

J 


61.1 


BA4 

Huntington's2 


8.1 


0.0 


Sub Nigra 
Huntington's 


100.0 


100.0 


BA4 PSP 


> . m g^. 

38.2 1 


12.2 


Sub Nigra 
Huntington s2 


17.3 


21.2 


BA4 PSP2 


20.0 


5.2 

■ 


Sub Nigra 

rbri 


9.7 


5.4 


BA4 

Depression 


49.7 


31.2 

- — ' 


Sub Nigra | 
Depression 1 


87.1 


42.0 


BA4 

Depression! 


14.2 


18.0 


Sub Nigra j 
Depression! i 


33.0 

■ 


20.4 


BA7 Control 


23.3 


2.7 


Glob Palladus | 
Control i 


28.5 


25.7 


1 

BA7 Control! 


. 

25.5 


- ' " '. 

11.5 

„ .1. ~~i 


Glob Palladus 
Control! 

; s ■- 


25.2 


15.2 


BA7 

Alzheimer*s2 


18.9 


4.4 


Glob Palladus 
Alzheimers 

- - ....»■: 


11.9 


16.4 


BA7 

Parkinsons 


11.4 


9.8 


Glob Palladus 

All * _ 

Alzheimers! 


4.2 


36.9 


BA7 

Parkinson's! 


0.0 


14.6 


Glob Palladus 
Parkinsons 


37.9 

— " 


44.4 


BA7 

Huntington's 


23.7 


10.9 


Glob Palladus 

Parkinson s! 


9.0 


26.1 


BA7 

Huntington's! 


42.9 


26.8 


Glob Palladus 

PSP 


48.0 

... 


33.4 


BA7 PSP 


30,8 


14.6 


Glob Palladus 
PSP! 


10.7 


9.9 


BA7 PSP2 


4.2 


10.4 


Glob Palladus 
Depression 


40.9 


39.5 


BA7 

Depression 


31.9 


21.3 


jTemp Pole 
Control 


0.0 

i 


0.0 


BA9 Control 


2.0 


4.4 


Control! 


1 11.8 


7.9 


BA9 Control! 


16.7 


2A.1 


Temp Pole 
Alzheimer's 


0.0 


0.0 


BA9 


0.0 


6.6 


Temp Pole 


1 0.0 


3.4 
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Alzneimer s 






/\1Z.I1C11I1C1 k>Z. 






BA9 

Alzheimer's2 


2.9 


0.0 


Temp Pole 
rdi Kiubon s> 1 


17.3 


7.1 


BA9 

Parkinson s 


11.3 


15.2 


Temp Pole 
r aiKinson sz 


0.0 


9.5 

1 


BA9 

Parkinson's2 


" ' 
7.9 


4.2 


Temp Pole 
riuniingion s 


0.0 


4.9 


BA9 

Huntington's 


39.8 


14.5 


Temp Pole PSPl 

' ■ ■ ' .V ■-.■^ v/^— - 


6.7 

1 


6.3 

■ n Ti - .r, . . ■ 


BA9 

Huntington's2 


8.1 


3.7 


Temp Pole 


0.0 


0.0 

"I i...n - t;.i..»ii...i 


BA9 PSP 


44.4 


5.7 


Temp Pole 
jjepressionz 


0.0 


23.8 

* < ..^^.i 


BA9 PSP2 


0.0 


0.0 


Cing Gyr 
Control 


31.2 


21.4 


BA9 

Depression 


15.1 


5.9 


Cing Gyr 
Control/ 


16.8 


24.5 


BA9 

Depressionz 


14.4 


8.7 


Cing Gyr 
Alzneimer s 


17.8 


13.2 


BA 17 Control 


47.0 


30.4 


Cing Gyr 
Alzneimer sz 


13.9 


3.4 


BA17 
ControI2 


28.7 


5.4 


Cing Gyr 
JrarKinson s 


26.2 

■ 

' — ' ^ ; 


30.8 


BA17 

Alzheuners2 


7.5 


7.1 


Cing Gyr 

rarkmson sz : 


24.8 

1 

f- - ; 


25.9 

Tf ... 


BA17 
Parkinsons 


38.2 

■ 


— , ^ 

68.3 


Cing Gyr 
Huntington's 


30.8 


28.7 

„„ , , , , f ' ■• 


BA17 

Parkinsons2 


24.0 


9.3 


Cing Gyr 
Huntington's2 


20.7 


14.2 


BA17 

XT A ' A t 

Huntington s 


36.1 


13.8 


Cing Gyr PSP 


90.1 


76.3 


BA17 

Huntington's! 


15.2 


16.4 


Cing Gyr PSP2 


0.0 


20.3 


BA17 
Depression 


58.6 


27.7 


Cing Gyr 

Depression 

' 


52.5 


61.1 


BA17 

Depression2 


65.5 


60.3 


Cing Gyr 
Depression! 


43.5 


15.3 



Table PL . Panel CNS_1.1 



Tissue Name 


Rel. Exp.(%) 
Ag2377, Run 
200060897 


Rel. Exp.(%) 
Ag2377, Run 
200061715 


Tissue Name 


Rel. Exp-(%) 
Ag2377, Run 
200060897 


Rel. Exp.(%) 
Ag2377, Run 
200061715 


Cing Gyr 


39.2 


13.9 

..„....im.i1Miiiir ^ 


BA17PSP2 5.3 


11.8 
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Depression! 












Cing Gyr 
Depression 


35.8 


23.2 


BA17PSP 


4.2 


13.1 


Cing Gyr PSP2 

I 


6.2 


2.8 


BA17 

riuntington sz 


17.8 


10.1 


; 

Cing Gyr PSP 


100.0 


100.0 


BA17 

riuntmgion s 


36.9 


6.9 


Cing Gyr 
Huntington s2 


32.5 


10.4 


BA17 

r arKinson sz 


19.2 


12.2 

1 n..r>... rtiin .. . i. i -in.inm-i- i 


Cing Gyr 
Huntmgtons 


27.4 


8.8 


BA17 \ 
JrarKinson s 


37.4 


19.1 


^ r. i.iii;,.! i im,^ - 

Cing Gyr 
Parkinson s2 


12.8 


1.9 


BA17 

Alzheimer's2 


1.1 


0.0 


Cing Gyr 
Parkinsons 


47.6 


32.5 


BA17 

Controiz 


35.8 


20.0 


Cing Gyr 
Alzheimer s2 


0.0 


7.2 


BA 17 Control 


35.1 


22.7 


Cing Gyr 
Alzheimer s 


13.8 


3.6 


BA9 

Uepressionz 


8.6 


3.8 


Cing Gyr 
Control! 


77.9 


1.4 


BA9 

Depression 


0.0 


14.1 




Cing Gyr 
Control 


30.1 


11.7 


BA9 PSP2 


3.6 

« » 1.^.... ■ V 


12.4 


Temp Pole 
Depression2 


0.0 


14.8 


BA9 PSP 


48.6 

I . - J 


18.3 


Temp Pole 
PSP2 


0.0 

i 

1 J 


'1 

4.5 


BA9 

Huntington's2 


6.9 


5.0 


Temp Pole PSP 


5.5 


3.3 


BA9 

Huntmgton s 


59.0 


8.4 


Temp Pole 
Huntington's 


0.0 


7.7 


BA9 

Parkmson s2 


0.0 


2.5 


Temp Pole 
Parkinson's2 


0.0 


0.0 


BA9 

Parkinson s 


7.9 

- 


0.0 


Temp Pole 
Parkinsons 


27.5 


4.9 


BA9 

Alzheimer*s! 


0.0 


0.0 

^ , 


Temp Pole 
Alzheimer s2 


0.0 


0.0 


BA9 

Alzheimer s 


0.0 


0.0 


Temp Pole 

A 1 1 * f 

Alzheimer s 


0.0 


0.0 

... . , ............ 


BA9 Control! 


26.4 


12.2 


Temp Pole 
Control! 


21.3 


8.4 


BA9 Control 


15.1 


0.0 


~riiri~1' 1 " — K-jtas.; 

Temp Pole 
Control 


0.0 


0.0 


BA7 

Depression 


29.3 


11.1 


GlobPalladus 


35.8 


16.4 


BA7 PSP2 


28.7 


2.9 

,,,„„„„ r„ „r, nTrirfn-»T-T™..™.-i™i-.iir 
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Depression 




" — ' " - 








Glob Palladus 
PSP2 


5.5 


5.0 


BA7 PSP 


7.0 


6.6 


Glob Palladus 
PSP 


23.7 


8.6 


BA7 

Huntington's2 


18.6 


23.7 


Glob Palladus 
Parkinsonsz 


34.2 


6.5 


BA7 

Huntington's 


11.3 


6.7 


Glob Palladus 

T\ 1 * t 

Parkinson s 


16.4 


20.3 


BA7 

Parkinson's2 


0.0 


0.0 


Glob Palladus 

All * 1 

Alzheimer s2 


a r,„ .~ - .ff ■ 

19.5 

; . 


3.4 


BA7 

Parkmsons 


9.5 

.rr ni.i.iTii'ii r iktp r.TT •w.m- ■ 


1.2 


Glob Palladus 
Alzheimers 


j 24.3 


6.7 


BA7 

All * t 

Alzheimer s2 


19.6 


0.0 


Glob Palladus 
Controlz 


13.8 


2.8 


BA7 Control2 

■ 


25.3 

i . 


2.4 

-1- ■ , 


Glob Palladus 

Control 


33.2 

, 


17.7 


BA7 Control 


1 

10.1 


9.6 


: 

Sub Nigra 

Depressionz 


36.3 


5.5 


BA4 

Depression2 


27.5 

1 1 


15.9 


Sub Nigra 
Depression 


52.5 


10.4 


BA4 

Depression 


10.8 


15.6 


' — ' 

Sub Nigra 

PSP2 


12.4 


15.9 


BA4 PSP2 


15.2 


17.0 
— ■ ' 


Sub Nigra 

Huntingtonsz 

, 1 


8.7 


5.9 


BA4 PSP 


11.3 

■ 


10.7 


Sub Nigra 

XT J * J f 

Huntmgtons 


82.4 


51.1 


BA4 

Huntington s2 


0.0 


0.0 


Sub Nigra 
Parkinson's2 


34.9 


1 

12.5 


BA4 

Huntmgtons 


0.0 


3.8 


Sub Nigra 
Alzheimer's! 


34.2 


15.0 


BA4 

Parkinson s2 


18.7 


11.7 


Sub Nigra 
Controlz 


6.3 


5.3 


BA4 

Parkinsons 


54.0 


3.2 


Sub Nigra 
Control 


58.6 


10.2 1 


BA4 

All • 1 ^ 

Alzheimersz 


6.2 


0.0 


BA17 

Depression2 


39.2 


9.3 


BA4 Control! 


0.0 


4.2 


BAIT 

Depression 


43.5 

-i 


50.7 

; 


BA4 Control 


35.6 


4.7 1 



CNS_neurodegeneration_vl.O Summary: Ag26 1 0/Ag2607/Ag2377 The GMAC027522_A 
gene is expressed more highly in the temporal cortex of Alzheimer's diseased brain than in 
control brain without amyloid plaques, which are diagnostic and potentially causative of 
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Alzheimer's disease. The GMAC027522_A gene encodes a protein with homology to 
GPCRs. GPCRs are readily targetable with drugs, and regulate many specific brain processes, 
including signaling processes, that are currently the target of FDA-approved pharmaceuticals 
that treat Alzheimer's disease, such as the cholinergic system. The major mechanisms 
proposed for AbetaP-induced cytotoxicity involve the loss of Ca2+ homeostasis and the 
generation of reactive oxygen species (ROS). The changes in Ca2+ homeostasis could be the 
result of changes in G-protein-driven releases of second messengers. Thus, targeting this 
class of molecule can have therapeutic potential in Alzheimer's disease treatment. In 
particular, the increased GMAC027522_A gene expression in brains affected by Alzheimer's 
indicates potential therapeutic value to drugs that target this GPCR. 

References: 

1 , Perrine K, Dogali M, Fazzini E, Sterio D, Kolodny E, Eidelberg D, Devinsky O, Bene 
A.Cognitive functioning after pallidotomy for refractory Parkinson's disease. J Neurol 
Neurosurg Psychiatry 1998 Aug;65(2): 150-4. 

BACKGROUND: Earlier approaches to pallidotomy for refractory Parkinson's disease had 
significant complication rates. More recent approaches show fewer complications, but the 
effect of pallidotomy on cognition is unclear. The current study was conducted to examine 
the neuropsychological effects of unilateral pallidotomy. METHODS: Neuropsychological 
testing was performed on patients with medically refractory, predominantiy unilateral 
Parkinson's disease at baseline and after unilateral ventral pallidotomy (n=28) or after an 
equivalent period without surgery in control patients (n=10). RESULTS: Pallidotomy patients 
showed no significant changes from baseline to retesting relative to the control group for any 
measure. Across all of the tests administered, only five of the surgery patients showed a 
significant decline, and of these five none declined on more than one test. Depression did not 
relate to preoperative or postoperative cognition. The pallidotomy group showed a significant 
improvement in motor functioning and activities of daily living whereas the control group did 
not. These measures were not associated with the neuropsychological test scores at baseline 
or retest. CONCLUSIONS: Stereotactic unilateral ventral pallidotomy does not seem to 
produce dramatic cognitive declines in most patients. 

PMID: 9703163 
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2. Kourie JI. Mechanisms of amyloid beta protein-induced modification in ion transport 

systems: implications for neurodegenerative diseases. Cell Mol Neurobiol 2001 
Jun;21(3):173-213 

1. Alzheimer's disease (AD) is a neurodegenerative disorder that affects the cognitive 
function of the brain. Pathological changes in AD are characterized by the formation of 
amyloid plaques and neurofibrillary tangles as well as extensive neuronal loss. Abnormal 
proteolytic processing of amyloid precursor protein (APP) is the central step that leads to 
formation of amyloid plaque, neurofibrillary tangles, and neuronal loss. 2. The plaques, 
which accumulate extracellularly in the brain, are composed of aggregates and cause direct 
neurotoxic effects and/or increase neuronal vulnerability to excitotoxic insults. The 
aggregates consist of soluble pathologic amyloid beta peptides AbetaP[M2] and AbetaP[l- 
43] and soluble nonpathologic AbetaP[l-40]. Both APP and AbetaP interact with ion 
transport systems, AbetaP induces a wide range of effects as the result of activating a cascade 
of mechanisms. 3. The major mechanisms proposed for AbetaP-induced cytotoxicity involve 
the loss of Ca2+ homeostasis and the generation of reactive oxygen species (ROS). The 
changes in Ca2+ homeostasis could be the result of (1) changes in endogenous ion transport 
systems, e.g. Ca2-i- and K+ channels and Na+/K+-ATPase, and membrane receptor proteins, 
such as ligand-driven ion channels and G-protein-driven releases of second messengers, and 
(2) formation of heterogeneous ion channels. 4. The consequences of changes in Ca2+- 
homeostasis-induced generation of ROS are (a) direct modification of intrinsic ion transport 
systems and their regulatory mechanisms, and (b) indirect effects on ion transport systems via 
peroxidation of phospholipids in the membrane, inhibition of phosphorylation, and reduction 
of ATP levels and cytoplasmic pH. 5, We propose that in AD, AbetaP with its different 
conformations alters cell regulation by modifying several ion transport systems and also by 
forming heterogeneous ion channels. The changes in membrane transport systems are 
proposed as early steps in impairing neuronal fimction preceding plaque formation. We 
conclude that these changes damage the membrane by compromising its integrity and 
increasing its ion permeability. This mechanism of membrane damage is not only central for 
AD but also may explain other malfimctioned protein-processing-related pathologies, 

PMID: 11569534 

Panel 1.2 Summary: Agl501 The GMAC027522_A gene is expressed at moderate levels 
throughout many of the samples in this panel. Highest expression is detected in an ovarian 
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cancer cell line (CT=30.7). In addition, this gene is overexpressed in all six ovarian cancer 
cell lines present in this panel when compared to expression in normal ovary. The 
GMAC027522_A gene is also moderately expressed in cell lines derived from melanoma, 
breast cancer, and lung cancer. Thus, the expression of this gene could be used to distinguish 
these cell lines from other tissue samples. In addition, therapeutic modulation of the 
GMAC027522_A gene or its protein product, through the use of small molecule drugs or 
antibodies, might be useful in the treatment of ovarian cancer, breast cancer, lung cancer or 
melanoma. 

Among tissues involved in metabolic fiinction, the GMAC027522_A gene is 
moderately expressed in the adrenal gland, heart, skeletal muscle, and adult liver. 
Interestingly, GMAC027522_A gene expression is much lower in fetal liver and heart tissues 
than in the corresponding adult tissues. Thus, expression of the GMAC027522_A gene could 
be used to differentiate between adult and fetal tissues derived from the heart and liver. 
Furthermore, this gene or its protein product may be important in the pathogenesis and/or 
treatment of disease in any or all of the above-named tissues. 

There is widespread moderate expression of the GMAC027522_A gene across many 
of the samples derived from the CNS, including the amygdala, cerebellum, hippocampus, 
thalamus, cerebral cortex, and spinal cord. Please see CNS_neurodegenerationjpanel_vl.O 
summary for description of potential utility in the treatment of CNS disorders. 

Panel 1.3D Summary: Ae26 1 0/Ag2607/Ag 1 585/Ag2377 Expression of the 
GMAC027522_A gene appears to be limited to tissues involved in central nervous system 
fiinction on this panel. Specifically, low but significant expression is detected in the thalamus, 
substantia nigra, spinal cord and fetal brain. Ag2545 Expression of the GMAC027522_A 
gene is low/undetectable (CT values >35) in all samples on this panel (data not shown). 

Panel 2.2 Summary: Ag2377 Expression of the GMAC027522_A gene is highest in a 
sample derived from a breast cancer sample (CT = 34.7). Thus, the expression of this gene 
could be used to distinguish breast cancer samples from other samples and as a diagnostic 
marker for the presence of breast cancer. Furthermore, therapeutic modulation of the 
GMAC027522_A gene or the activity of its protein product, through the use of small 
molecule drugs or antibodies, might be effective in the treatment of breast cancer, 
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Ag2610/Ag2607/Agl585 Expression of the GMAC027522_A gene is low/undetectable (CT 
values >35) in all samples on this panel (data not shown). 

Panel 4D Summary: Ag2607/Ag 1 5 85/Ag23 77 Experiments using three different 
probe/primer sets show disparate results and are uninterpretable (data not shown). 

5 Panel CNS_1 Summary: Ag2377 Two experiments with the same probe and primer set 
produce results that are in very good agreement. Expression of the GMAC027522_A gene is 
highest in the substantia nigra of a Huntington's disease patient, indicating that this gene may 
participate in the genetic dysregulation associated with the neurodegeneration that occurs in 
this brain region. The substantia nigra is also critical to the progression of Parkinson's disease 
10 neurodegeneration. Thus, pharmacological targeting of the GPCR encoded by the 
GMAC027522_A gene may help counter this genetic dysregulation and contribute to the 
restoration of normal function in Huntingtorfs disease as well as potentially Parkinson's 
disease patients. Pharmacological modulation of GPCR signaling systems is the mechanism 
by which powerful depression therapies, such as SSRIs, exert their effect. 

15 Panel CNS_L1 Summary: Ag2377 In two experiments using the same probe and primer, 
highest expression is seen in the cingulate gyrus of patients with para supranuclear palsy PSP 
(CTs = 32) and depression. This observation indicates that targeting this GPCR could have 
therapeutic value in the treatment of these diseases. 



U 20 Q. GMAC036216_B: GPCR 



Expression of gene GMAC036216_B was assessed using the primer-probe sets 
Ag2606 and Agl 153, described in Tables QA and QB. Results of the RTQ-PCR runs are 
shown in Tables QC, QD, QE and QF. 



Table OA . Probe Name Ag2606 



Primers 


Sequences 


Length 


Start Position 


SEQ 
ID 
NO: 


Forward 


5 ' -acacacaggccaccaacttata-3 * 


22 1 


588 


288 


Probe 


TET-5 ' -ctttcactggccatctcaggtatgga-3 ' -TAMRA 


26 


620 


289 
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Reverse 


|5 ' -gtccataggagccagtgatacc-3 ' 


22 


653 


290 


Table OB. Probe Name A21 153 


Primers 


Sequences 


Length 


Start Position 


SEQ 
ID 
NO: 


Forward^ 


5 ' -acacaggccaccaacttatatg-3 ' 


22 : 


590 


291 


Probe 


TET-5 ' -ctttcactggccatctcaggtatgga-3 ' -TAMRA 


26 


620 


292 


Reverse ; 


5 ' -gagtccataggagccagtgata-3 ' 


22 ^ 


655 


293 



Table OC . CNS_neurodegeneration_vLO 



Tissue Name 


Rel. Exp.(%) Ag2606, 
Run 208393247 


Tissue Name 


ReL Exp.(%) Ag2606, 
Run 208393247 


AD 1 Hippo 


15.3 


Control (Path) 3 
TeniDoral Ctx 


3.5 


AD 2 Hippo 


22.5 


Control (Path) 4 
Temnoral Ctx 


33.9 


AD 3 Hippo 


3.1 


IaD 1 Occipital Ctx 


10.1 


AD 4 Hippo 


8.7 


AU / UCClpliai KAK 

(Missing) 


0.0 


AD 5 Hippo 


43.5 


AD J Uccipital (^tx 


0 A 
O.U 


AD 6 Hippo 


-r — — ■■ ■ ~ ■ — w.. 

45.1 


AD 4 Occipital Ctx 


9.1 


Control 2 Hippo 


17.9 


AD 5 Occipital Ctx 


16.2 


Control 4 Hippo 


10.2 


AD 5 Occipital Ctx 


17.2 


Control (Path) 3 | ^2 
Hippo 1 


Control 1 Occipital 
Ctx 


0.0 


AD 1 Temporal Ctx 


16.0 


Control 2 Occipital 
Ctx 


21.9 

••■■iiTfTiiTiniiiii»iii-«niiwmTiMi«wtimiiawiiiiiiii»iiifi tiriiiiiiintniiin'iimrriinrwfunrrirrii'uniraii' 


AD 2 Temporal Ctxi 


8.7 


Control 3 Occipital 

Ctx 


15.9 


AD 3 Temporal Ctx 


■M.....i<.aM.jiHirM,iniiiM»i<lnn,BinimiMWiii>rwirfH nir Wri i« tmtttamnw 

12.4 


Control 4 Occipital 
Ctx 


1.7 


AD 4 Temporal Ctx 


7.5 


Control (Path) 1 
Occipital Ctx 


54.7 


AD 5 Inf Temporal 
Ctx 


100.0 


Control (Path) 2 
Occipital Ctx 


0.0 

" 1 T r, -ir, If iiirf — — ja— r , r . 


AD 5 Sup 
Temporal Ctx 


16.3 


Control (Path) 3 
Occipital Ctx 


0.0 


AD 6 Inf Temporal 
Ctx 


52.1 


Control (Path) 4 
Occipital Ctx 


3.2 


|AD 6 Sup 
|Temporal Ctx 


59.0 


Control 1 Parietal 

Ctx 


19.8 
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Control 1 Temporal 


0,0 


Control 2 Parietal 


32.1 


Control 2 Temporal 

LtX 

1 


22.2 

r n ■ ...n.n .... r . m..., 


Control 3 Parietal 

Ctx 


9.7 


Control 3 Temporal 

Ctx 


15.9 

> 1. . ■■' .1 — 


Control (Path) 1 
ranetal ctx 


45.4 


Control 3 Temporal 


18.6 

-I....T1 iXnin T. T^iiiXi .'.T ...—i-i^...-^^., 1 1. ~ j 


Control (Path) 2 
r aneiai v^ix 


15.9 


Control (Path) 1 
Temporal Ctx 


66.0 


Control (Path) 3 
Parietal Ctx 


0.0 


Control (Path) 2 
Temporal Ctx 


49.7 


Control (Path) 4 
Parietal Ctx 


12.7 

- — - - -- 1-1- 



Table OP. Panel 1.3D 



Tissue Name 


iRel. Exp.(%) Ag2606, 
Run 166162876 


Tissue Name 


Rel. Exp.(%) Ag2606, 
Run 166162876 

„. , , , . , r„r nrr , t 


Liver adenocarcinoma 


26.6 


Kidney (fetal) 


0.0 


Pancreas 


i 41.5 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN ^ 
2 


17.3 


Renal ca A498 


36 6 

»■ ...m >iiif.in>i..<l 1 


Adrenal gland 


1 0.0 


Renal ca. RXF 393 


0.0 


Thyroid ; 


1 16.0 ' 


Renal ca. ACHN 


0.0 


Salivary gland 


1 18.4 1 


Renal ca. UO-3 1 


0.0 


Pituitary gland 


1 0.0 


Renal ca. TK-10 


0.0 


Brain (fetal) 


29.7 


Liver 


0.0 


Brain (whole) ] 38.2 


Liver (fetal) 


0.0 


Brain (amygdala) 11.7 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 1 93.3 


Lung 


0.0 

.-.r-^. v„T„v.-.^v f^„,^ 


Brain (hippocampus) 


79.0 


Lung (fetal) | 


0.0 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) i 
LX-1 


76.8 


Brain (thalamus) 


11.8 


Lung ca. (small cell) 
NCI-H69 


0.0 


Cerebral Cortex 


35.6 


Lung ca. (s.cell var.) 
SHP-77 


12.9 


Spinal cord 

— — ■■ — — — — — --^^ 


12.4 


Lung ca. (large 
cell)NCl-H460 


0.0 


Glio/astro U87-MG 


9.0 


Lung ca. (non-sm. 
cell) A549 




0.0 


Glio/astroU-118-MG : 


0.0 


Lung ca, (non-s.cell) 
NCI-H23 


0.0 
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astrocytoma SW1783 


56.3 


Lung ca. (non-s.cell) 
HOr-62 


9.7 


neuro*; met SK-N-AS 


■ — " 

0.0 


Lung ca. (non-s.cl) 

NCI-H522 


18.6 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW 900 


0.0 


astrocytoma SNB-75 


15.0 


Lung ca. (squam.) 

NCI-H596 


0.0 


glioma SNB-19 


13.5 


Mammary gland 


0.0 


glioma U25 1 

rTT HTttiJi,.ra:,.,.— .Jt...-..jft-i.,Bn ^ ,.fir;n....n .r, 


0.0 


Breast ca.* (pl.ef) 

MCF-7 

. , .- ... 


0.0 

■ — — 


glioma SF-295 


0.0 


Breast ca.* (pLei) 


0.0 


Heart (Fetal) 


0.0 


T47D 


0.0 

11 r ■ 


xican 


n n 
u.u 




0 0 


Skeletal muscle (Fetal) 


0.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 


Ovary 


A A 

0.0 


Bone marrow 


11.4 


Ovarian ca. 
OVCAR-3 


0.0 


Thymus 


0.0 


Ovarian ca. 
OVCAR-4 


8.1 


Spleen 


0.0 


Ovarian ca. 
OVCAR-5 


49.7 


Lymph node 

> 


15.6 


Ovarian ca. 
OVCAR-8 


0.0 


Colorectal 

■ 


34.4 

„ 


Ovanan ca. IGROV- 

1 
1 


8.0 


Stomach 


0.0 


Ovarian ca. (ascites) 

ojV-W V -j 

.rr»rir.miriii«M.jr».«i.>fi.ii ■ ■ f « mm «■ ■ t ■■■■■■ 1 n n II ■ 


0.0 


' ' " """ ' i 

Small intestine 


17.2 


Uterus 


8.7 


Colon ca. SW480 


0.0 


Placenta 


37.4 


Colon ca.* SW620 
(SW480 met) 


100.0 


Prostate 


0.0 


Colon ca. HT29 


20.9 


Prostate ca.* (bone 
met) PC-3 


14.9 


Colon ca. HCT-1 16 


0.0 


Testis 

i. r .i t-.i-_< N .^.M.l. ..iLlfl Hi .1 


0.0 


Colon ca. CaCo-2 


0.0 


Melanoma 


0.0 


CC Well to Mod Diff ; 
(OD03866) 


0.0 


Melanoma* (met) 
Hs688(B).T 


0.0 


Colon ca. HCC-2998 


15.3 


Melanoma UACC-62| 


16.3 


Gastric ca. (liver met) 


14.6 


Melanoma M 14 | 


0.0 
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NCI-N87 








Bladder 


28.5 

, r „M , r 


Melanoma LUA 
IMVI 

, \ 


0.0 

■ « 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


16.6 


Adipose 


0.0 



Table QE . Panel 4D 



Tissue Name 


Rel. 
Exp.(%) 
Agll53, 

Run 
140011775 


Rel. 
Exp.(%) 
Ag2606, 

Run 
164204901 


Tissue Name 


Rel. 
Exp.(%) 
Agll53, 
Run 
1 140011775 


Rel. 
Exp.(%) 
Ag2606, 

Run 
164204901 


Secondary Thl act ^ 


0.0 


6.7 


HUVEC IL-lbeta 


I 0.0 

-L .r - - A '- ■ .. 1 


4.9 


Secondary Th2 act 


12.8 


3.7 


HUVEC IFN gamma 


20.3 

iff. 1 II * II. i.'n..n. 


28.7 


Secondary Trl act 


12.0 


10.9 


HUVEC TNF alpha + 
IFN gamma 


7.4 


7.1 


Secondary Thl 
rest 

; . { 


0.0 


0.0 


HUVEC TNF alpha + 
IL4 

« 


7.6 

1, , 1 1,1 ^ 


27.2 


Secondary Th2 

rest 


5.7 : 


0.0 


HUVEC IL-11 


20.2 


0.0 


Secondary Trl restj 


0.0 


9.9 


Lung Microvascular 
EC none 


15.0 


14.9 


Primary Thl act 


6.0 


6.7 

: 


Lunfi Microvascular 
EC TNFalpha + IL- 
Ibeta 


16.7 


8.8 


Primary Th2 act 


4.7 


0.0 


Microvascular Dermal 
EC none 


26.2 


5.6 


Primary Trl act 


0.0 


13.6 


Microsvasular Dermal | 
EC TNFalpha + IL- 
Ibeta 


38.7 


4.7 


s 

\ 

Primary Thl rest 


29.1 


5.5 


Bronchial epithelium 
TNFalpha + ILlbeta 


21.3 


6.9 


Primary Th2 rest 


29.5 


5.8 


Small airway 
epithelium none 


16.0 


3.1 


Primary Trl rest 


64.6 i 


25.3 1 


Small airway 
epithelium TNFalpha 
4- IL-lbeta 


45.1 


19.3 


CD45RA CD4 
lymphoc54e act 


7.3 


4.6 1 




Coroneiy artery SMC 
rest 


9.9 


13.9 


CD45RO CD4 
lymphocyte act 


13.5 


6.6 1 


Coroneiy artery SMC 
TNFalpha + IL-lbeta 

...i.t X Si,,„s ii„„„/^,;,;;,~.irs,\-,,.,f, r i. ~f r (r,tt, mi. fj 


0.0 

.y..li.i.<>i iiifi ~ f r 1 ~i • 


23.8 


CDS lymphocyte j 


13.3 


11.3 j 


Astrocytes rest j 


4.5 


11.1 

,o,rn«„n.,»„,.«nnr„oi,nin'r^'f- 
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act 












Secondary CDS 
lymphocyte rest 


14.3 


10.4 


Astrocytes TNFalpha 
+ IL-lbeta 


31.0 


72.7 


Secondary CD8 

lymphocyte act 

" 


0.0 


6.7 

a rti .if!, 


KU-812 (Basophil) 
rest 


40.9 


12.5 


CD4 lymphocyte 
none 


6.8 

• 


9.0 


KU-812 (Basophil) 
PMA/ionomycin 


18.6 


32.8 


2iy 

Thl/Th2/Trl_anti- 
CUv5 CHll 


- 
- 

27.0 


111 


CCD 1106 

(Keratinocytes) none 


8.5 


4.9 


T A XJ^ 11 J 

LAK cells rest 


49.7 


23.8 

;„fl.„W„i>,Wi in-..--. ,v,-:W«M,>Wii,4.K 


93580_CCD1106 
(Keratmocytes)_TNFa 
and IFNg 


32.5 




LAK cells IL-2 


45.4 

; 


17.7 


T * * 1 * 

Liver cirrhosis 


55.1 


23.8 


LAK cells IL- 
2+IL-12 


39.2 


23.7 


Lupus kidney 


27.0 

.... ,,-..r 


f-. 

0.0 


LAK cells IL- 
z+IFN gamma 


50.3 


23.8 


NCI-H292 none 


48.6 


100.0 


LAK cells IL-2+ 
IL-i8 


26.6 


56.3 


NCI-H292 IL-4 


60.3 


59.9 


LAK cells . 
PMA/ionomycin 


25.2 

: 


12.2 


NCI-H292 IL-9 


65.1 

, , 


76.3 


NK Cells IL-2 rest ; 


28.3 


■ 

26.2 


NCI-H292 IL-13 

■ . . f t ti.M J.iB li.ii — iB 


96.6 


54.7 


Two Way MLR 3 
day 


33.0 


36.3 


NCI-H292 IFN gamma 

' " T T ' " r 


27.4 


26.6 


1 wo Way MLR 5 : 
day 


48.6 


13.4 


HPAEC none 


7.0 


6.3 


Two Way MLR 7 i 
u<iy 


0.0 


0.0 


HPAEC TNF alpha + 

lJL-1 DCla 


7.5 


7.9 


PBMC rest 


8.0 


11.5 


Lung fibroblast none 


15.5 


13.6 


PBMC PWM 

i 


100.0 

i 

,, 


84.1 


Lung fibroblast TNF 
alpha + IL-1 beta 


0.0 


6.4 


PBMCPHA-L 


26.2 ! 

■ 


11.3 


Lung iibroblast IL-4 


' ' ' ■ — i 

59.9 


18.2 


Ramos (B cell) 

none 


6.0 


13.1 


Lung fibroblast IL-9 


25.2 


5.8 


Ramos (B cell) 
ionomycin 


56.6 


20.7 


Lung fibroblast IL- 1 3 


32.3 


28.7 


B lymphocytes 
PWM 


23.5 

* 


31.9 


Lung fibroblast IFN 
gamma 


32.8 


14.2 


B lymphocytes 
CD40L and IL-4 i 


■ 

0.0 


14.6 


Dermal iibroblast 
CCD 1070 rest 


48.3 


16.4 


■ t 

EOL-1 dbcAMP 1 


18.8 


18.7 


Dermal fibroblast 
CCD1070 TNF alpha 


52.1 


40.6 


EOL-1 dbcAMP 


17.1 


29.7 

■». * 


Dermal fibroblast 


32.1 


7.3 
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PMA/ionomycin 






ICCD1070 IL-1 beta 






Dendritic cells 
none 


13.3 

irnr m inr irDirriiiiri' 


4.8 


Dermal fibroblast IFN 
gamma 


9.2 


7.9 


Dendntic cells 
T PS 


43.2 


9.5 


Dermal fibroblast IL-4 


24.0 

s-^s 1 


27.4 


JL'CllUriLlL CClio 

anti-CD40 


- 

13.3 


13.0 


IBD Colitis 2 


0.0 

r -n^i i" n \ 


0.0 


Monocvtes rest 


0.0 


36.1 


IBD Crohn's 


7.6 


00 


Monocytes LPS 


70.2 


28.1 


Colon 

..ju^.J.. mW ■■ n »i.liilllilli,>i„, Willi, i< 111! ■riJIiitiii.lliiiilli.at ift.ii 


28.5 


81.8 


Macrophages rest 


29.9 


12.9 


Lung 


0.0 


11.6 


Macrophages LPS \ 


55.1 

mrrmiinvrninifirri rirarvcfrafrarTrffri nxri 


8.4 


Thymus 


59.5 1 


13.3 


HUVEC none 


0.0 


6.0 1 


Kidney 


11.3 j 


0.0 


HUVEC starved 


19.9 


5.1 







CNS_neurodegeneratioa_vl.O Summary: Ag26Q6 The GMAC036216_B gene represents 
a novel G-protein coupled receptor (GPCR) with expression in the brain. This experiment 
does not show any association of this gene with Alzheimer's disease. However, &e GPCR 
family of receptors contains a large number of neurotransmitter receptors, including the 
dopamine, serotonin, a and P-adrenergic, acetylcholine muscarinic, histamine, peptide, and 
metabotropic glutamate receptors, GPCRs are excellent drug targets in various neurologic 
and psychiatric diseases. All antipsychotics have been shown to act at the dopamine D2 
receptor; similarly novel antipsychotics also act at the serotonergic receptor, and often the 
muscarinic and adrenergic receptors as well. While the majority of antidepressants can be 
classified as selective serotonin reuptake inhibitors, blockade of the 5-HTlA and a2 
adrenergic receptors increases the effects of these drugs. The GPCRs are also of use as drug 
targets in the treatment of stroke. Blockade of the glutamate receptors may decrease the 
neuronal death resulting fi:om excitotoxicity; further more the purinergic receptors have also 
been implicated as drug targets in the treatment of cerebral ischemia. The P-adrenergic 
receptors have been implicated in the treatment of ADHD with Ritalin, while the a- 
adrenergic receptors have been implicated in memory. Therefore this gene may be of use as a 
small molecule target for the treatment of any of the described diseases. 

References: 

1 . El Yacoubi M, Ledent C, Parmentier M, Bertorelli R, Ongini E, Costentin J, Vaugeois JM. 
Adenosine A2A receptor antagonists are potential antidepressants: evidence based on 
pharmacology and A2A receptor knockout mice. Br J Pharmacol 2001 Sep;134(l):68-77 
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1 . Adenosine, an ubiquitous neuromodulator, and its analogues have been shown to produce 
'depressant' effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated 'depressant' 
effect. 2. We have designed studies to assess whether adenosine A2A receptor antagonists, or 
genetic inactivation of the receptor would be effective in established screening procedures, 
such as tail suspension and forced swim tests, which are predictive of clinical antidepressant 
activity. 3. Adenosine A2A receptor knockout mice were found to be less sensitive to 
'depressant' challenges than their wildtype littermates. Consistently, the adenosine A2A 
receptor blockers SCH 58261 (1 - 10 mg kg(-l), i,p.) and KW 6002 (0.1 - 10 mg kg(-l), p.o.) 
reduced the total immobility time in the tail suspension test. 4. The efficacy of adenosine 
A2A receptor antagonists in reducing immobility time in the tail suspension test was 
confirmed and extended in two groups of mice. Specifically, SCH 58261 (1 - 10 mg kg(-l)) 
and ZM 241385 (15 - 60 mg kg(-l)) were effective in mice previously screened for having 
high immobility time, while SCH 58261 at 10 mg kg(-l) reduced immobility of mice that 
were selectively bred for their spontaneous 'helplessness' in this assay. 5. Additional 
experiments were carried out using the forced swim test. SCH 58261 at 10 mg kg(-l) reduced 
the immobility time by 61%, while KW 6002 decreased the total immobihty time at the doses 
of 1 and 10 mg kg(-l) by 75 and 79%, respectively. 6. Administration of the dopamine D2 
receptor antagonist haloperidol (50 - 200 microg kg(-l) i.p,) prevented the antidepressant-like 
effects elicited by SCH 58261 (10 mg kg('-l) i.p.) in forced swim test whereas it left unaltered 
its stimulant motor effects. 7. In conclusion, these data support the hypothesis that A2A 
receptor antagonists prolong escape-directed behaviour in two screening tests for 
antidepressants. Altogether the results support the hypothesis that blockade of the adenosine 
A2A receptor might be an interesting target for the development of effective antidepressant 
agents. 

2. Blier P. Pharmacology of rapid-onset antidepressant treatment strategies, Clin Psychiatry 
2001;62 Suppl 15:12-7 

Although selective serotonin reuptake inhibitors (SSRIs) block serotonin (5-HT) reuptake 
rapidly, their therapeutic action is delayed. The increase in synaptic 5-HT activates feedback 
mechanisms mediated by 5-HT 1 A (cell body) and 5-HT IB (terminal) autoreceptors, which, 
respectively, reduce the firing in 5-HT neurons and decrease the amount of 5-HT released per 
action potential resulting in attenuated 5-HT neurotransmission. Long-term treatment 
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desensitizes the inhibitory 5-HTl autoreceptors, and 5-HT neurotransmission is enhanced. 
The time course of these events is similar to the delay of cHnical action. The addition of 
pindolol, which blocks 5-HTlA receptors, to SSRI treatment decouples the feedback 
inhibition of 5-HT neuron firing and accelerates and enhances the antidepressant response. 
The neuronal circuitry of the 5-HT and norepinephrine (NE) systems and their connections to 
forebrain areas believed to be involved in depression has been dissected. The firing of 5-HT 
neurons in the raphe nuclei is driven, at least partly, by alpha 1-adrenoceptor-mediated 
excitatory inputs firom NE neurons. Inhibitory alphal-adrenoceptors on the NE 
neuroterminals form part of a feedback control mechanism. Mirtazapine, an antagonist at 
alpha2-adrenoceptors, does not enhance 5-HT neurotransmission directly but disinhibits the 
NE activation of 5-HT neurons and thereby increases 5-HT neurotransmission by a 
mechanism that does not require a time-dependent desensitization of receptors. These 
neurobiological phenomena may underlie the apparently faster onset of action of mirtazapine 
compared with the SSRIs. 

3. Tranquillini ME, Reggiani A. Glycine-site antagonists and stroke. Expert Opin Investig 
Drugs 1999 Nov;8(ll): 1837-1 848 

The excitatory amino acid, (S)-glutamic acid, plays an important role in controlling many 
neuronal processes. Its action is mediated by two main groups of receptors: the ionotropic 
receptors (which include NMD A, AMPA and kainic acid subtypes) and the metabotropic 
receptors (mGluR(l-8)) mediating G-protein coupled responses. This review focuses on the 
strychnine insensitive glycine binding site located on the NMDA receptor channel, and on the 
possible use of selective antagonists for the treatment of stroke. Stroke is a devastating 
disease caused by a sudden vascular accident. Neurochemically, a massive release of 
glutamate occurs in neuronal tissue; this overactivates the NMDA receptor, leading to 
increased intracellular calcium influx, which causes neuronal cell death through necrosis. 
NMDA receptor activation strongly depends upon the presence of glycine as a co-agonist. 
Therefore, the administration of a glycine antagonist can block overactivation of NMDA 
receptors, thus preserving neurones from damage. The glycine antagonists currently 
identified can be divided into five main categories depending on their chemical structure: 
indoles, tetrahydroquinolines, benzoazepines, quinoxalinediones and pyrida-zinoquinolines. 
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4. Monopoli A, Lozza G, Forlani A, Mattavelli A, Ongini E. Blockade of adenosine A2A 

receptors by SCH 58261 results in neuroprotective effects in cerebral ischaemia in rats. 
Neuroreport 1998 Dec l;9(17):3955-9 

Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
we assessed vv^hether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0.01 
mg/kg either i.p. or i.v.) administered to normotensive rats 10 min after ischaemia markedly 
reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0,05). Similar 
effects were observed when SCH 58261 (0.01 mg/kg, i.p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially useful biological target for the reduction of brain injury. 

Panel L2 Summary: Agll53 Expression of this gene is low/undetectable (CTs > 35) in all 
of the samples in this panel (data not shown). 

Panel L3D Summary: Ag2606 Expression of this gene is low/undetectable (CTs > 35) in 
all of the samples in this panel (data not shown). 

Panel 2.2 Summary: Ag2606 Expression of this gene is low/undetectable (CTs > 35) in all 
of the samples in this panel (data not shown). 

Panel 4D Summary: Agll53/Ag2606 Results from two experiments using different 
probe/primer sets show moderate agreement. Expression of the GMAC036216_B gene is 
highest in NCI-H292 cells and peripheral blood mononuclear cells. Low level expression of 
this gene was detected in a wide range of cell types of significance in the immune response in 
health and disease. Therefore, modulation of the activity of this gene or its protein product 
with a small molecule drug or antibody may alter the ftinctions of these cells and lead to 
improvement of the symptoms of patients suffering from autoimmune and inflammatory 
diseases such as asthma, allergies, inflammatory bowel disease, lupus erythematosus, or 
arthritis. 
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R. GMAC036216_A: GPCR 

Expression of gene GMAC036216_A was assessed using the primer-probe sets 
Agl646, Ag2373, Ag2498, Ag2605, Agl 120 and Agl 154, described in Tables RA, RB, RC, 
RD, RE and RF. Results of the RTQ-PCR runs are shown in Tables RG and RH. 

5 Table RA . Probe Name Agl 646 



Primers 


Sequences 


' """"^ 

— — — .^^^.^^^^ 


Length 


Start Position 


SEQ 
ID 

1 NO: 


Forward; 


5 * -cccagtcatattcttgctgaag-3 ' 




22 

TF..!^— II.- 


\ 483 


i 294 


Probe 


TET-5 ' -ctgcccttctgcctaaccaacattgt 


-3 • -TAMRA 


26 : 


1 508 


1 295 


Reverse 


5 ' -ctaaacgagccactccaatatg-3 ' 


22 


553 ! 


1 296 



Table RB . Probe Name Ag2373 



Primers 


Sequences 


Lengthjstart Position 


SEQ 
ID 
NO: 

-A..,.. 


Forward 


5 ' -ccacctctgtgtcatccttatg-3 ' 


22 


1 741 


297 


I 

Probe 


TET-5 ' -tccatccttctttaccttattgaccca-3 ' -TAMRA 


27 


j 771 


298 


Reverse \ 


5 ' -aggaatattacgcccaaaatga-3 • 


22 


798 


299 


Table RC. Probe Name Ag2498 


Primers 


Sequences 


Length 


Start 
Position 


SEQ 
ID 
NO: 


Forward 


Is * -ccacctctgtgtcatccttatg-3 ' 


22 

' 


741 

...» r. 


300 


Probe 


TET-5 • -tccatccttctttaccttattgaccca-3 ' - 
TAMRA 


27 


771 


301 


Reverse 


5 ' -aggaatattacgcccaaaatga-3 • 


22 


798 


302 



Table RD. Probe Name Ag2605 



Primers; 


Sequences 


Length 


Start Position 

■ 


SEQ ID 
NO: 


Forward 


5 » -cccagtcatattcttgctgaag-3 ' 

; ... ~ . r.-.- " ■ ^'-"^^ .^^^^.^.j^-^ r "1 '-■r-'f fr~r r, r;r.iti;..Vf , r ■■ t—r/.-^. 


22 : 


483 


303 


Probe 


TET-5 ' -ctgcccttctgcctaaccaacattgt -3 ' -TAMRA 


26 


508 


: 304 


V ....... •.- - 

Reverse 


;5 ' -gctaaacgagccactccaatat-3 ' 


22 


554 


; 305 



Table RE. Probe Name Agl 120 
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Primers 


Sequences 


Length 


Start Position 


NO: 


Forward 


5 ' -cccagtcatattcttgctgaag-3 ' 


22 


483 


306 


Probe 


!tET-5 ' -ctgcccttctgcctaaccaacattgt-3 ' -TAMRA 


26 


508 


307 


Reverse ; 


5 ' -ctaaacgagccactccaatatg-3 ' 


22 


553 


308 


Table RF. Probe Name Agl 154 


Primers; 


Sequences 


Lengthy 


Start Position 


SEQ ID 
NO: 


Forward 


5 • -cccagtcatattcttgctgaag-3 • 


22 1 


483 


309 


Probe 


TET-5 ' -ctgcccttctgcctaaccaacattgt-3 ' -TAMRA 


26 508 


310 


Reverse 


5 ' -ctaaacgagccactccaatatg-3 » 


22 j 


553 


311 



Table RG. Panel 1 .3D 



Tissue Name 


Rel. Exp.(%) Agl 646, 
Run 167614617 


Tissue Name 


Rei. Exp.(%) Agl 646, 
Run 167614617 


Liver adenocarcinoma 


0.2 


Kidney (fetal) 


0.2 


Pancreas 


00 


Renal ca 786-0 


0 0 


Pancreatic ca. CAP AN 
2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 




1 0.0 


Thyroid 


I 0.0 


Renal ca. ACHN 


1 0.0 


Salivary gland 

. V ~« ^ ^ „ ^ ..... 


1 0.0 


Renal ca. UO-31 


1 0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.3 


Brain (fetal) 


100.0 


Liver 


0.6 


Brain (whole) 


0.0 


Liver (fetal) 


0.2 


Brain (amygdala) 


0.1 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


0.5 


Lung 


0.0 


Brain (hippocampus) 


0.1 


Lung (fetal) 


0.0 


Brain (substantia nigra) 

r.«,rt.rm , r >.f..w*>.«»...w....^,.^^Mrn.r.inn r..n.,rr.rr r.«iw*.fn..^«.ii 


0.5 


Lung ca. (small cell) 
LX-1 


0.2 


Brain (thalamus) 


0.0 


Lung ca. (small cell) 
NCI-H69 


...n,.-,<.,r n ,„ r.,rr„.,»..w.,r .r irw. rwr. ,»n. f. , r ,i ,r ■ ,.,r, mm ,■ 

0.0 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 
SHP-77 


0.3 


Spinal cord 


0.2 


Lung ca. (large 
cell)NCI-H460 


0.0 


glio/astro U87-MG 


0.0 


Lung ca. (non-sm, j 
cell) A549 1 


0.0 


glio/astroU-118-MG 


0.2 


Lung ca. fnon-s.cell) | 


0.0 
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iNd-rlZJ 




astrocytoma SW1783 


0.0 


Lung ca. (non-sxell) 

rlUr-oZ 


0.0 


neuro*; met SK-N-AS 


■ 

0.0 


Lung ca. (non-s.cl) 

JNCl-iijzz 


0.2 


astrocytoma SF-539 

— .1 ,- 1 ,i..,.,,.,if]..r,.n—— ^ I ti 


-j-s a .-...OT-f-. 

0.0 


Lung ca. (squam.j 
SW 900 


0.0 


astrocytoma SNB-75 


0.0 

■I — ~ = — = — - - T-. m ■ . 111! 


Lung ca, (squam.) 
NCI-H596 


0.0 


glioma oiNo-iy 


n 1 


Mammary gland 


0.0 


Glioma U251 


0.0 


Breast ca.* (pl.ef) 

MCr-/ 


0.0 


glioma SF-295 


0.2 


Breast ca.* (pLer) 


0.0 


Heart (Fetal) 

— ~ — ' ' " * - , 


0.0 


T47D 


0.0 


Heart 


00 


Breast ca BT-549 


0 0 


Skeletal muscle (Fetal) 


0.0 


Breast ca. MDA-N 


0.0 


oJveieiai muscie 

— _ _ 


U.z 


Ovary 


0.0 


Bone marrow 


0.1 


Ovarian ca. 
OVCAR-3 


0.1 


Thymus 


0.0 

. * . - a ,T.. . - — ..- ..^ 


Ovarian ca. 
OVCAR-4 


,..Tj,..w— v.~n ^.o^.^.^- .-■ ~- 

0.1 


Spleen 


0.0 


Ovarian ca. 
OVCAR-5 


0.3 


Lymph node 


0.0 


Ovarian ca. 
OVCAR-8 


0.0 


Colorectal 


1.1 


Ovanan ca. IGROV- 
1 

1 


0.0 


Stomach 

: , ^ ■ ; 


0.0 


Ovarian ca. (ascites) 


0.3 


Small intestine 


0.0 


Uterus 


0.0 


colon ca. c>W4oU 


u.o 


Placenta 

jrwi.uiii/r-;„m!t n M.jcautri t;;-;, i r r 


0.0 


colon ca. oWoZU 
(SW480 met) 


0.5 


Prostate 


0.0 


Colon ca. HT29 


0.4 


. , . . . 

Prostate ca.* (bone 
met) PC-3 


0.0 


colon ca, He 1 - 1 1 o 1 


0.0 

- 


Testis 


^ ■ ^■WtlM^,.y....l,rf t,,,M,M u t r 1 

0.2 


Colon ca. CaCo-2 j 


0.0 


ivicianoma 

Hs688(A).T 


0.0 


CC Well to Mod Diff 
|(OD03866) 1 


0.0 

J 


Melanoma* (met) j 
Hs688(B).T 1 


0.0 


Colon ca. HCC-2998 | 


0.1 ] 


Melanoma UACC-62 


0.0 
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Gastric ca. (liver met) 
NCI-N87 


0.0 


Melanoma M14 


0.0 


Bladder 


0.2 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 

■ 


0.0 

- - ■ ■ 


Kidney 


0.0 


Adipose j 


0.0 



Table RH. Panel 4D 



Tissue Name 


Rel. 

Exp.(%) 
Ag2498, 

Run 
158564692 


Rel. 

Exp.(%) 
Ag2605, 

Run 
164160377 


Tissue Name 


Rel. 
Exp.(%) 
Ag2498, 

Run 
158564692 


Rel. 

Exp.(%) 
Ag2605, 

Run 
164160377 


Secondary Thl act 


0.0 


0.0 


HUVEC IL-lbeta 


0.0 


0.0 


Secondary Thl act 


0.0 


0.0 


HUVEC IFN 

gamma 


13.5 


8.3 


■ 

Secondary Trl act 


16.2 


0.0 


HUVEC TNF 
alpha + IFN 
gamma 


0.0 


0.0 


Secondary Thl rest 


0.0 


0.0 


HUVEC TNF 

alpha + IL4 


9.2 


0.0 


1 

Secondary Th2 rest 


0.0 


0.0 


HUVEC IL-11 

^ 


0.0 


0.0 


oeconaaiy in rest 


u.u 


u.u 


Lung 

iviicrovascuiar jdv^ 
none 


u.u 


u.u 


Primary Thl act 


8.0 

, 


7.3 


Lung 

Microvascular EC 
TNFalpha + IL- 
lbeta 


0.0 


0.0 


Prima,, IK act 


1.8 


0.0 


Microvascular 
Dermal EC none 


17.2 


0.0 


Primary Trl act 


10.7 

- 
- 


10.1 

- 


Microsvasular 
Dermal EC 
TNFalpha + IL- 

Ibeta 


23.3 


0.0 

:ti'-(a.ai>.'«tarm<Brm«i{amtt-7Hi«i.'u'«r.'im«i.r 


Primary Thl rest 


30.6 


17.2 


Bronchial 
epithelium 
TNFalpha + 
ILlbeta 


10.6 


8.2 


— — — ■ — ' 1 

Primary Th2 rest 


18.6 


8.2 


Small airway 
epithelium none 


0.0 

A 


8.4 

r.. 1 1 1 1 M-...— — Bi. 


. . ; 

Primary Trl rest 


100.0 j 

...1 


10.8 


Small airway 
epithelium 


6.2 


31.0 



345 







TNFalpha + IL- 
Ibeta 


1 .1 1 iTt i„ lr.r..i 


- : a J 


CD45RA CD4 | ^ ^ 
lymphocyte act j 


7.2 


jCoronery artery 
iSMC rest 


7.6 


0.0 


lymphocyte act 


■ 

0.0 


0.0 


Coronery artery 
i SMC TNFalpha + 
lIL-lbeta 


0.0 


0.0 


CDS lymphocyte 
act 


. U.U 


0.0 


Astroc5^es rest 


0.0 


9.7 


Secondary CD8 
iympnocyte rest 


6.2 


0.0 


Astrocytes 
TNFalpha + IL- 
Ibeta 


3.1 


11.8 


Secondary CDS 
lymphocyte act 


5.2 


0.0 


KU-812 
(Basophil) rest 


6-7 


0.0 


CD4 lymphocj^e 
none 


0.0 


13.5 


KU--812 

(Basophil) 

|PMA/ionomycin 


6.0 


0.0 


2ry 

Thl/Th2/Trl anti- 
CD95 CHI 1 


0.0 


0.0 

*friY lit 1 -rff1HB!W.lCBrrfi.M»..».aj1.. 


CCD 1106 

(Keratinocytes) 

none 


14.9 


6.9 


T A PpIIq TPQt 


4 0 

. . 


95.3 


CCD 1106 
(Keratinoc34es) 
TNFalpha + IL- 

Ibeta 


11.7 


0.0 


LAK cells IL-2 


0.0 


17.1 


Liver cirrhosis 


71.7 i 


62.0 


LAK cells IL- 
2+IL-12 


5.7 


7.5 


LuDUS kidnev 


7 0 


62 


LAK cells IL- 
2+IFN gamma 


7.4 

- 1 rf t r 1 rv « • 


97.3 


NCI-H292 none 


212 


1 5 


LAK cells IL-2+ 
IL-18 


37.1 i 


13.5 


NCI-H292 IL-4 


24.7 


29.3 


LAK cells 

PMA/ionomycin 


5.8 


0.0 


NCI-H292 IL-9 


54.0 


22.8 


NK Cells IL-2 rest 


21.3 


17.7 


NCI-H292 IL-13 


0.0 


6.3 


Two Way MLR 3 

day 


17.6 


19.9 


NCI-H292 IFN 
gamma 


0.0 


20.7 


Two Way MLR 5 . 
day 


11.6 


7.8 


HPAEC none 


0.0 


00 


Two Way MLR 7 
day 


4.5 

■i 


0.0 

i 


HPAEC TNF 
alpha + IL-1 beta 


0.0 


2SJ 


PBMC rest 


4.1 


10.9 


Lung fibroblast 
none 


5.3 


12.5 


PBMC PWM 


■ 

20.7 


100.0 


Lung fibroblast 
TNF alpha + IL-1 
beta 


0.0 


0.0 
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PBMC PHA-L 


6.0 

r-ij'iiii.f;.!...^ afii 


6.0 


J.-^-^'-'^""—^'-"'"'"'' 

Lung fibroblast 

TT A 

' „„_,„ , «.a...j; 


7.1 


14.5 


Ramos (B cell) 
none 


0.0 


0.0 




Lung fibroblast 

IL-y 


7.9 


7.1 


Ramos (B cell) 

ionomycin 


21.8 

'ill r-Timiiinai.i.Bii.irii.iiti ni 


35.8 


Lung fibroblast 
IL-13 

■ i.iff,.Tiii. t r.y.r , .■■mn...m..i.r.B.a 


0.0 


17.0 


B lymphocytes 
PWM 


0.0 


28.7 


Lung fibroblast 

jIFN gamma 


0.0 


15.7 


B lymphocytes 
CD40L and IL-4 


5.3 


9.8 


Dermal fibroblast 
CCD 1070 rest 


5.4 


14.1 


EOL-1 dbcAMP 


10.7 


9.0 


Dermal fibroblast 
CCD1070 TNF 
alpha 


57.4 


35.8 


EOL-1 dbcAMP 
PMA/ionomycin 


6.0 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 
beta 


0.0 


8.4 


Dendritic cells 
none 


29.9 1 


7.2 


Dermal fibroblast 

IFN gamma 


0.0 


23.0 


Dendritic cells LPS 


10.3 1 


15.2 


Dermal fibroblast 

TT A 


9.6 1 


13.0 


CD40 


0.0 1 


31.0 


IBD Colitis 2 


11.3 j 


0.0 


Monocytes rest 


29,1 1 


74.7 


IBD Crohn's 


0.0 1 


0.0 


Monocytes LPS 

. 1 i 


11. 1 j 


85.3 


Colon 1 


4.4 


7.6 1 


Macrophages rest 


5.0 j 


40.9 

1 <» 1^ 


Lung 

/■ T «l I..^J..]C., 


6.9 


6.3 1 


Macrophages LPS 


0.0 j 


0.0 


Thymus 


70.2 


25.5 


HUVEC none 


7.6 j 9.3 


Kidney j 


0.0 


18.2 

1 
1 

■ 

1 

9 


HUVEC starved 


0.0 j 


0.0 







CNS_neurodegeneration_vLO Summary: Agl646 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel due to a probable probe 
or chemistry failure (data not shown). Ag2373/Ag2498/Ag2605 Expression of this gene is 
low/undetectable (CTs > 34.5) across all of the samples on this panel (data not shown). 



Panel L2 Summary: Agll20/Agll54 Results from three experiments using the same 
probe/primer set show many discrepancies and no conclusions can be drawn from this data 
(data not shown). 

Panel 1.3D Summary: Agl646 Expression of the GMAC036216_A gene is highest in fetal 
brain (CT = 29). Interestingly, this gene does not appear to be as highly expressed in adult 
brain. This result suggests that expression of this gene may be used to distinguish fetal from 
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adult brain. In addition, this gene product may be useful in regeneration of brain tissue. 
Ag2373/Ag2498/Ag26Q5 Expression of this gene is low/undetectable (CTs > 35) across all of 
the samples on this panel (data not shown). 

Panel 2.2 Summary: Agl646/Ag2373 Expression of this gene is low/undetectable (CTs > 
35) across all of the samples on this panel (data not shown). 

Panel 4D Summary: Ag2498/Ag2605 Results from experiments using two different 
probe/primer sets do not correlate well with one another. In the experiment using Ag2498, the 
GMAC036216_A gene is most highly expressed in the thymus and in primary regulatory T 
cells (Trl). This transcript may encode a receptor involved in differentiation, activation or the 
regulatory activity of T cells. Therefore, antagonistic or agonistic antibodies, small molecule 
or protein therapeutics may be able to regulate immune responses and be important for organ 
transplant (antagonistic) and cancer therapeutics (agonistic). In the experiment using Ag2605, 
xpression of this gene is seen at low levels across a number of tissues on this panel. Highest 
expression of the GMAC036216_A gene is seen in peripheral blood mononuclear cells 
(FBMC) treated with poke weed mitogen and in lymphokine-activated killer cells (LAKs) 
(CTs = 32.5). Interestingly, expression of this gene is upregulated in Ramos B cells treated 
with ionomycin (CT = 34) when compared to expression in resting Ramos B cells (CT = 40); 
therefore, expression of this gene could be used to distinguish between these two samples. 
Additional low but significant expression of this gene is also seen in monocytes, 
macrophages, and liver cirrhosis. Thus, therapeutic modulation of this gene or its protein 
product, using small molecule drugs, antibodies, or protein therapeutics, could be of use in 
the treatment of a variety of autoimmune and inflammatory diseases such as asthma, 
allergies, liver cirrhosis, inflammatory bowel disease, lupus erythematosus, or arthritis, 
Agl 120/Ag2373/Agl646 Expression of this gene is low/undetectable (CTs > 35) across all of 
the samples on this panel (data not shown). 

Panel CNS_1 Summary: Agl 646 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 
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S. GMAC026090_C: GPCR 

Expression of gene GMAC026090_C was assessed using the primer-probe set 
Ag2603, described in Table SA. Results of the RTQ-PCR runs are shown in Tables SB, SC, 
SD and SE. 

5 Table SA . Probe Name Ag2603 



Primers 


Sequences 


Length 


Start Position 


"■■'■■■■1 

SEQID 
NO: 


Forward 


5 * -tgtactacttcttggccatgct-3 ' 


22 


189 


312 


Probe 


TET-5 ' -tagtacaatcGctaaagccctctgca-3 • -TAMRA: 


26 




238 


313 


Reverse : 

, — — J 


5 ' - tccttgagatgaaaccagaaga-3 ' i 


22 : 




264 j 314 



Table SB . CNS_neurodegeneration_vl.O 





Tissue Name 


Rel. Exp.(%) Ag2603, 
Run 20o77v9*/4 


Tissue Name 


Rel. Exp.(%) Ag2603, 
Run 208779994 




AD 1 Hippo 


0.0 


Control (Path) 3 
Temporal Ctx 


3.6 


.:!.»:. 


AD 2 Hippo 


7.9 


uontroi (ratnj 4 
Temporal Ctx 


26.8 




AD 3 Hippo 


0.0 


AD 1 Occipital Ctx 




3.1 


;?S 2 


AD 4 Hippo 


3.4 


AD 2 Occipital Ctx 

(Missing) 


0.0 


: £ 
: Tsr 


AD 5 Hippo 


0.0 


AD 3 Occipital Ctx 




0.0 




AD 6 Hippo 


57.4 


AD 4 Occipital Ctx 


11.5 




Control 2 Hippo 


13.5 


AD 5 Occipital Ctx 


16.8 




Control 4 Hippo 


1.9 


AD 5 Occipital Ctx 




0.0 




Control (Path) 3 
Hippo 


3.6 


Control 1 Occipital 
Ctx 


0.0 




AD 1 Temporal Ctx; 


7.5 


Control 2 Occipital 

Ctx 


7.1 




AD 2 Temporal Ctx 


2.1 


Control 3 Occipital 

Ctx 


7.1 


■ 


AD 3 Temporal Ctx 


3.2 


Control 4 Occipital 
Ctx 




2.8 




AD 4 Temporal Ctx 


5.5 


Control (Path) 1 
Occipital Ctx 




30.4 

\ 

i 




AD 5 Inf Temporal : 

Ctx 


33.0 


Control (Path) 2 
Occipital Ctx 




3.1 ! 




AD 5 Sup 


26.8 


Control (Path) 3 


8.7 j 
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lemporal Ctx 




Uccipital Ctx 


I 1. ■ ■ ..iifc-d^-.— f..i..«, ,1 ,j..,< 


AD 6 Inf Temporal 

LtX 


100.0 


Control (Path) 4 
uccipiiai ctx 


3.7 


1 rrii r II 1 1 1 tMTl r 71 tT 1 I I 

AD 6 Sup 
1 emporal Ctx 


54.0 


Control 1 Parietal 
Ctx 


0.0 


Control 1 Temporal 
Ctx 


0.0 


Control 2 Parietal 
Ctx 


3.8 


Control 2 Temporal 
Ctx 


17.0 


Control 3 Parietal 

Ctx 


16.3 


Control 3 Temporal 
Ctx 


9.6 


Control (Path) 1 
ranetai Ctx 


17.4 


Control 3 Temporal i 
Ctx 


0.0 


Control (Path) 2 
ranetai ctx 


3.8 


Control (Path) 1 
Temporal Ctx 


32.1 


Control (Path) 3 

Parietal Ctx 


6.5 


Control (Path) 2 

Temporal Ctx 


11.0 


Control (Path) 4 

Parietal Ctx 

1. r 11 It 


13.3 





O Table sc . Panel 1.3D 



:: 'is? 


Tissue Name 


Rel. Exp.(%) Ag2603, 
Run 166219800 


Tissue Name 

■ - 


Rel. Exp.(%) Ag2603, 
Run 166219800 




Liver adenocarcinoma 


0.0 


Kidney (fetal) 

t ! ■ tiiii l.titij 


0.0 




Pancreas 


6.8 


Renal ca. 786-0 


0.0 




Pancreatic ca. CAPAN 

2 


0.0 


Renal ca. A498 


0.0 




Adrenal gland 


6.7 


Renal ca. RXF 393 


0.0 

n .miai^a.,ii.innn,ii.f!a i'...ii.iai.';.afi.r'-..-iiJi.— -.n a.-i!t...B..; 




Thyroid 


0.0 


Renal ca. ACHN 


0.0 


o 


Salivary gland 


11.0 


Renal ca.UO-31 


8.0 

" Tm<..TtfTnitt imnni. .r r':.f..,~..r,,^;-~ -TTiMimmm r.n.n.iii. .<i.i 




Pituitary gland 


6.5 


Renal ca. TK-10 


0.0 




Brain (fetal) 


12.9 


Liver 


0.0 




Brain (whole) 


7.3 


Liver (fetal) 


0.0 




Brain (amygdala) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 




Brain (cerebellum) 


6.9 


Lung 

1 lit r iniii mi 111 


62.9 




Brain (hippocampus) 

igiaWB«i<gifry«K i.iWjf.i<ratirn..Tft»..m^^ 


7.4 


Lung (fetal) 

,ifmiif~~.».ii^j.,j,wv,/»j 


13.5 




>. 

Brain (substantia nigra): 


0.0 


i 

Lung ca. (small cell) 
LX-1 


0.0 




Brain (thalamus) 


0.0 


Lung ca. (small cell) 
NCLH69 


0.0 




• 

Cerebral Cortex 


0.0 

_ 


Lung ca, (sxell var.) 
SHP-77 


0.0 




Spinal cord 


32.1 


Lung ca. (lar^e 


0.0 

i 
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ceil)NCI-H460 




Glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 

cell) A549 


8.5 


GIio/astroU-118-MG 

._,!V.-,_ ,,. . . . ~. 


0.0 

- , m „n,,mi i .^...m 


Lung ca. (non-s.cell) 
NCI-H23 

...1. .11.1 >T .-^,,.-T.T.>T = 


0.0 


astrocytoma SW1783 

--- - ■** 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


5.9 

„tf„.„a n a sr ,-, nh.i^-~i i if** r( 


neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 


astrocytoma SF-539 

.— .—^.i"..!!! iff ~ t, a„r, - ' fc....... 


8.8 

...If..........— .—jjCii^ n 1 fT Ti r ..B- ma 


Lung ca. (squam.) 
SW 900 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 


glioma SNB- 19 


0.0 


Mammary gland 


30.8 


glioma U25 1 

; 


8.8 


Breast ca.* (pl.ef) 
MCF-7 


0.0 


glioma SF-295 


0.0 

i - .1 ■ • 


Breast ca.* (pl.ef) 

IV/fFlA MP 7^1 
iViJL//\-iV115-Zj 1 


0.0 


Heart (Fetal) 


0.0 


jDredsi cd. \P^- ci^ 
T47D 


15.0 

' ^i.... — — — ■■■.^■■»i,...,.i.<»„<ii 


riean 


1 7 ^ 
i /-D 


i^redSL cd. J3 1 - jH-y 




Skeletal muscle (Fetal) 


0.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 


Bone marrow 


23.0 


Ovarian ca. 
OVCAR-3 


0.0 


Thymus 


44.1 


Ovarian ca. 
OVCAR-4 


0.0 


Spleen 


8.5 


Ovarian ca. 
OVCAR-5 


0.0 


Lvmnh node 


74.2 


Ovarian ca. 
OVCAR-8 


0.0 


Colorectal 


50.3 


Ovarian ca. IGROV- 
1 


4.7 


Stomach 


0.0 


Ovarian ca. (ascites) 

olv-UVO 


100.0 


Small intestine 


29.9 


Uterus 


2.2 


Colon ca, SW480 


0.0 


Placenta 

..1. ( 


34.9 




Colon ca.* SW620 
^ow^oumeij 


0.0 


Prostate 


18.8 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met) PC-3 


0.0 


Colon ca.HCT-1 16 


0.0 


Testis 


20.2 


Colon ca. CaCo-2 


0.0 


Melanoma 


0.0 
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' ' 

,1 .„ , „ |... . , „ , 


Hs688(A).T 




LC Well to Mod Uiii 
(OD03866) 


0.0 


Melanoma' (met) 
Hs688(B).T 


0.0 


Colon ca. HCC-2995 




Melanoma UACC-o2 


1 8.9 


Gastric ca. (liver met) 
JNCi-No/ 


0.0 


Melanoma M 14 


0.0 


Bladder 


47.0 


ivieianoma juja 
IMVI 


0.0 


Trachea 


15.4 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney ■ 


8.5 


Adipose 


31.9 



Table SD. Panel 2.2 



Tissue Name 


Rel. Exp.(%) 
Ag2603, Run 
175127862 


Tissue Name 


Rel. Exp.(%) 
Ag2603, Run 
175127862 


iNormai i_/Oion 


\ <^ 

,Tr-fr TT — •n — i-iinr-in-rri- ttt iTmrmrti BiiT!iti..i-i -r 


Kidney Margin 
(OD04348) 


lUU.U 


Colon cancer 
(OD06064) 


A Q 


Kidney malignant 
cancer (OD06204B) 


A A 


Colon Margin 
(OD06064) 


9 0 


Kidney normal adjacent 
tissue (OD06204E) 


/. / 


Colon cancer 
(OD06159) 


U.U 


Kidney Cancer 
(OD04450-0i) 


0.0 




Colon Margin 
(OD06159) 


11.9 


Kidney Margin 
(OD04450-03) 


10.9 


Colon cancer 
(OD06297-04) 


0.0 

■ 


Kidney Cancer 
8120613 


0.0 


Colon Margin 

(OD06297-015) 


4.2 


Kidney Margin 

8120614 


0.0 


CC Gr.2 ascend colon 
(OD03921) 


0.0 


Kidney Cancer 
9010320 


2.9 


CC Margin (OD03921) 


5.0 


Kidney Margin 
9010321 


0.0 

' 


Colon cancer metastasis ; 

(OD06104) 


0.0 

\ 

. '■ 


Kidney Cancer 
8120607 


0.0 


Lung Margin 
(OD06104) 


9.8 


Kidney Margin 
8120608 


2.7 


Colon mets to lung 
(OD04451-01) 


0.0 ; 


Normal Uterus 


4.7 


Lung Margin 
(OD04451-02) 


24.8 


Uterine Cancer 06401 1 


5.4 


Normal Prostate 


5.5 1 


Normal Thyroid 


4.1 
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Prostate Cancer 

^UDU441Uj 


3.2 


Thyroid Cancer 


0.0 


Prostate Margin 

(UUU44 1 V) 


0.0 


Thyroid Cancer 

A no 1 ^0 

AJUZ 1 jZ 

;— — 'i.iiin.rt,-— r.-, - , . . - 


0.0 

= 


Normal Ovary 


0.0 


Thyroid Margin 


0.0 


Ovarian cancer 

(OD06283-03) 


2.2 

— - - — ^ 


Normal Breast 


26.8 


Ovarian Margin 
(OD06283-07) 


27.9 


Breast Cancer 


7.5 


Ovanan Cancer 


1 A 1 


Breast Cancer 


3.4 


Ovarian cancer 
(OD06145) 


0.0 


Breast Cancer 

//^"P\A/1CnA Al\ 

(UDU45yU-Ul) 


0.0 


Ovarian Margin 
(UD06145) 


13.9 


Breast Cancer Mets 

//^r^nyi con f\i.\ 

(uuu4jyu-ui) 


4.0 


Ovarian cancer 
(OD06455-03) 


0.0 


iireast cancer 
Metastasis 


0.0 


Ovanan Margin 
(OD06455-07) ; 


22.2 


Breast Cancer 


0.0 

< 1. ........W*....^. >,«<«..>.,.^.,..1..>II.....M.M.^-<^ 


"X T 1 T 

Normal Lung ? 


9.0 


Breast Cancer 9100266 


3.1 


Invasive poor diff. lung ^ 
adeno (ODO4945-01 


19.9 

■ »■* i 


Breast Margin 9100265 

' 1 II 'mi 1 ■■ 1 ' 


3.2 


Lung Margin 
(ODO4945-03) 


65.5 

1 A..MMkl»l*.IUU»,.<..: 4 1 


Breast Cancer A209073 


0.0 


Lung Malignant Cancer i 
(OD03126) 


0.0 


Breast Margin 
AzU9u734 


4.0 


Lung Margin 

(OD03126) 


1.4 


Breast cancer 
(OD06083) 


8.0 


Lung Cancer 
(OD05014A) 


4.8 


Breast cancer node 
metastasis (OD06083) 


11.6 


Lung Margin 
(OD05014B) 


7.9 


Normal Liver 

....... J 


0.0 


Lung cancer (OD06081) 

r « s 


3.0 

nti 1 ■„,—-.- 


Liver Cancer 1026 


A A 

— — \ 


Lung Margin 
(OD0608I) 


- 

3.1 


Liver Cancer 1025 


11.4 


Lung Cancer 
(OD04237-01) 


0.0 


Liver Cancer 6004-T 


11.0 


Lung Margin 
(OD04237-02) 


20.2 


Liver Tissue 6004-N 


5.8 


Ocular Mel Met to Liver 
(ODO4310) 


0.0 


Liver Cancer 6005-T 


0.0 


Liver Margin 
(ODO4310) 


0.0 


Liver Tissue 6005-N 


7.5 


Melanoma Metastasis 


0.0 

■ 


Liver Cancer 


18.0 
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Lung Margin 
(OD04321) 


4.5 


Normal Bladder 


8.5 


Normal Kidney 


0.0 


Bladder Cancer 


A A 

0.0 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


4.4 


Bladder Cancer 


■WliMM.IIW«m.M.HMI>.l Hmil.llM.II1ll^.mir.l.lllll ll ■■tllll <l. H.>|, 

22.5 


Kidney Margin 
(OD04338) 


5.0 


Normal Stomach 


21.3 


Kidney Ca Nuclear 
grade 1/2 (OD04339) 


0.0 


Gastric Cancer 
9060397 


5.4 


Kidney Margin 
(OD04339) 


0.0 


Stomach Margin 
9060396 


5.7 


Kidney Ca, Clear cell 

type (UDU4j4U) 


8.4 


Gastric Cancer 

9050390 


7.9 


Kidney Margin 
(OD04340) 

■ ■ r 1 1 


8.7 


Stomach Margin 
9060394 


4.5 


Kidney Ca, Nuclear 
grade 3 (OD04348) j 


15.1 


Gastric Cancer 064005 


13.7 



Table SE. Panel 4D 



Tissue Name 

^ 


Rel. Exp.(%) 
Ag2603, Run 
164160188 


Tissue Name 


ReL Exp.(%) 
Ag2603, Run 
164160188 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


. — . ^ 

1.5 


Secondary Th2 act 


5.7 

J 1. 


HUVEC IFN gamma 


2.8 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


P . . „ 

0.0 


Secondary Thl rest 


10.4 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


3.1 


HUVEC IL- 11 

■ ■i.i'.i ' t..i<i 1. „.—/, >,i,i« ,.,r 


0.0 


Secondary Trl rest 


9.6 


Lung Microvascular EC 
none 


1.5 


Primary Thl act 

■ — "" ' 


1.9 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


5.3 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


10.2 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


65.1 


Bronchial epithelium 
TNFalpha + ILlbeta 


6.5 


1 

Primary Th2 rest ] 


13.7 


Small airway epithelium 
none 


0.0 


Primary Trl rest j 


12.3 


' ^ — ■ 

Small airway epithelium 

TNFalpha + IL-lbeta 


7.4 


CD45RA CD4 


15.8 


Coroneiy artery SMC rest 


0.0 
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lymphocyte act 








lymphocyte act 


29.9 


L/Oroneiy artery i>MC 
TNFalpha + IL-lbeta 


0,0 


CD5 l3TOphocyte act 


6.3 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


42.9 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CD8 
lymphocyte act 


2.4 


KU-812 (Basophil) rest 


0.0 


CD4 lymiphocyte none 


35.1 


KU-8 12 (Basophil) 

PMA/ionomycin 


1.0 


2ry lnl/in2/irl_anti- 

rD95 CHll 

ii tin nrm.. .. m.m.nmn Tii.imiHirinri.n..m,T» b— j^.^jtijijijay— a.vaj 


14.2 


CCDl 106 (Keratmoc3^es) 


0.0 


LAK cells rest 


32.1 

- \ — 1 —t; i~ ■ — — r.n.i iin. a.....a....ii v. 


CCDl 106 (Keratinocytes) 

TNTFalnfifl + TT -ITiPta 


1.3 




RO 7 

Ov. / 

. 


JUIVCI t/JlllIlUoio 


1 7 4 


LAK cells IL-2+IL-12 


81.2 


Lupus kidney 


3.1 


T A T/" TT 1 TT7XT 

LAK cells lL-24-iFN 


i 

100.0 


NCI-H292 none 


1.4 


T AK relk TT -?+ TT -1 R 

:■,.„,■ K,,r„ ■.■«,.,nn....„,r.,.,,r.,. r „, , 




NrT-R7Q7 TT ^ 


0 7 


T AK' rplk 

PMA/ionomycin 


6.7 


NCI-H292 IL-9 


■ 

2.1 


NIC rplk TT -7 rpQt 




T\FPT-W707 TT -1 


v.U 


Two AA/i?\/ IVfT 1? Hsix/ 

1 WVJ VV iVxJ_/X\. J vlajr 1 


uu.u 




1 1 
1 . i 


Two Way MLR 5 day i 


19.9 


HPAEC none 


0.0 


Two Way MLR 7 day j 


10.1 


HPAEC TNF alpha + IL-1 

UCla 


0.0 




S 0 

t ...11 -■t..li..M«.Jl>.l. C. . J»i»>.,.i«.K: 


i-.ung iiuruuidsi iionc 


n n 


PBMC PWM 


66.4 


Lung fibroblast TNF alpha 
iJU-1 oeia 


0.9 


PBMC PHA-L 1 


9.9 


Lung fibroblast IL-4 


0.3 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


2.8 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL-1 3 


1.0 


1 

B lymphocytes PWM 


9.2 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 

J TT A 

and IL-4 


9.7 


Dermal fibroblast 

CCD 1070 rest 


0.0 


EOL-1 dbcAMP 


3.1 


Dermal fibroblast 
CCD 1070 TNF alpha 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD1070IL-1 beta 


II i« iMIM). KIIMIMIIIIIWUM. M tUMJU..! MM^ HUM .., .JIM 

0.0 


Dendritic cells none 


16.5 


Dermal fibroblast IFN 

gamma 


0.0 
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f ■"■ ' ""^ 


6 5 


Oprm/il fihrobl/i<?t TL-4 


6 1 


CD40 


3.0 


IBD Colitis 2 


6.0 


Monocytes rest 


i 5.4 


IBD Crohn's 


1.0 


Monocytes LPS 


3.2 


Colon 


15.2 


Macrophages rest 


18.2 


Lung 


5.3 


Macrophages LPS 


10.4 


Thymus 


8.4 


HUVEC none 


0.0 


Kidney 


52.5 


HUVEC starved 


0.0 







CNS_neurodegeneration_vl.O Summary: Ag2603 The GMAC026090_C gene encodes a 
novel G-protein coupled receptor (GPCR) with expression in the brain. The GPCR family of 
receptors contains a large number of neurotransmitter receptors, including the dopamine, 
serotonin, a and P-adrenergic, acetylcholine muscarinic, histamine, peptide, and 
metabotropic glutamate receptors. GPCRs are excellent drug targets in various neurologic 
and psychiatric diseases. All antipsychotics have been shown to act at the dopamine D2 
receptor; similarly novel antipsychotics also act at the serotonergic receptor, and often the 
muscarinic and adrenergic receptors as well. While the majority of antidepressants can be 
classified as selective serotonin reuptake inhibitors, blockade of the 5-HTlA and a2 
adrenergic receptors increases the effects of these drugs. The GPCRs are also of use as drug 
targets in the treatment of stroke. Blockade of the glutamate receptors may decrease the 
neuronal death resulting from excitotoxicity; further more the purinergic receptors have also 
been implicated as drug targets in the treatment of cerebral ischemia. The p-adrenergic 
receptors have been implicated in the treatment of ADHD with Ritalin, while the a- 
adrenergic receptors have been implicated in memory. Therefore this gene may be of use as a 
small molecule target for the treatment of any of the described diseases. 

Furthermore, the expression of this GPCR is found to be upregulated in the temporal 
cortex of Alzheimer's disease patients. Thus, blockade of this receptor may be of use in the 
treatment of this disease and decrease neuronal death. 

References: 

1. El Yacoubi M, Ledent C, Parmentier M, Bertorelli R, Ongini E, Costentin J, Vaugeois JM. 

Adenosine A2A receptor antagonists are potential antidepressants: evidence based on 
pharmacology and A2A receptor knockout mice, Br J Pharmacol 2001 Sep;134(l):68-77 
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1. Adenosine, an ubiquitous neuromodulator, and its analogues have been shown to produce 
'depressant* effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated 'depressant* 
effect. 2. We have designed studies to assess whether adenosine A2A receptor antagonists, or 
genetic inactivation of the receptor would be effective in established screening procedures, 
such as tail suspension and forced swim tests, which are predictive of clinical antidepressant 
activity. 3. Adenosine A2A receptor knockout mice were found to be less sensitive to 
'depressant' challenges than their wildtype littermates. Consistently, the adenosine A2A 
receptor blockers SCH 58261 (1 - 10 mg kg(-l), i,p.) and KW 6002 (0.1 - 10 mg kg(-l), p.o.) 
reduced the total immobility time in the tail suspension test. 4. The efficacy of adenosine 
A2A receptor antagonists in reducing immobility time in the tail suspension test was 
confirmed and extended in two groups of mice. Specifically, SCH 58261 (1 - 10 mg kg(-l)) 
and ZM 241385 (15 - 60 mg kg(-l)) were effective in mice previously screened for having 
high immobility time, while SCH 58261 at 10 mg kg(-l) reduced immobility of mice that 
were selectively bred for their spontaneous 'helplessness' in this assay, 5, Additional 
experiments were carried out using the forced swim test. SCH 58261 at 10 mg kg(-l) reduced 
the immobility time by 61%, while KW 6002 decreased the total immobility time at the doses 
of 1 and 10 mg kg(-l) by 75 and 79%, respectively. 6. Administration of the dopamine D2 
receptor antagonist haloperidol (50 - 200 microg kg(-l) i.p.) prevented the antidepressant-like 
effects elicited by SCH 58261 (10 mg kg(-l) i.p.) in forced swim test whereas it left unaltered 
its stimulant motor effects. 7. In conclusion, these data support the hypothesis that A2A 
receptor antagonists prolong escape-directed behaviour in two screening tests for 
antidepressants. Altogether the results support the hypothesis that blockade of the adenosine 
A2A receptor might be an interesting target for the development of effective antidepressant 
agents, 

2. Blier P. Pharmacology of rapid-onset antidepressant treatment strategies. Clin Psychiatry 
2001 ;62 Suppl 15:12-7 

Although selective serotonin reuptake inhibitors (SSRIs) block serotonin (5-HT) reuptake 
rapidly, their therapeutic action is delayed. The increase in synaptic 5-HT activates feedback 
mechanisms mediated by 5-HTlA (cell body) and 5-HTlB (terminal) autoreceptors, which, 
respectively, reduce the firing in 5-HT neurons and decrease the amount of 5-HT released per 
action potential resulting in attenuated 5-HT neurotransmission. Long-term treatment 
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desensitizes the inhibitory 5-HTl autoreceptors, and 5-HT neurotransmission is enhanced. 
The time course of these events is similar to the delay of clinical action. The addition of 
pindolol, which blocks 5-HT 1 A receptors, to SSRI treatment decouples the feedback 
inhibition of 5-HT neuron firing and accelerates and enhances the antidepressant response. 
The neuronal circuitry of the 5-HT and norepinephrine (NE) systems and their connections to 
forebrain areas believed to be involved in depression has been dissected. The firing of 5-HT 
neurons in the raphe nuclei is driven, at least partly, by alpha 1-adrenoceptor-mediated 
excitatory inputs fi"om NE neurons. Inhibitory alphal-adrenoceptors on the NE 
neuroterminals form part of a feedback control mechanism. Mirtazapine, an antagonist at 
alpha2-adrenoceptors, does not enhance 5-HT neurotransmission directly but disinhibits the 
NE activation of 5-HT neurons and thereby increases 5-HT neurotransmission by a 
mechanism that does not require a time-dependent desensitization of receptors. These 
neurobiological phenomena may underlie the apparently faster onset of action of mirtazapine 
compared with the SSRIs, 

3. Tranquillini ME, Reggiani A. Glycine-site antagonists and stroke. Expert Opin Investig 
Drugs 1999Nov;8(ll):1837-1848 

The excitatory amino acid, (S)-glutamic acid, plays an important role in controlling many 
neuronal processes. Its action is mediated by two main groups of receptors: the ionotropic 
receptors (which include NMDA, AMPA and kainic acid subtypes) and the metabotropic 
receptors (mGluR(l-8)) mediating G-protein coupled responses. This review focuses on the 
strychnine insensitive glycine binding site located on the NMDA receptor channel, and on the 
possible use of selective antagonists for the treatment of stroke. Stroke is a devastating 
disease caused by a sudden vascular accident. Neurochemically, a massive release of 
glutamate occurs in neuronal tissue; this overactivates the NMDA receptor, leading to 
increased intracellular calcium influx, which causes neuronal cell death through necrosis. 
NMDA receptor activation strongly depends upon the presence of glycine as a co-agonist. 
Therefore, the administration of a glycine antagonist can block overactivation of NMDA 
receptors, thus preserving neurones fi-om damage. The glycine antagonists currently 
identified can be divided into five main categories depending on their chemical structure: 
indoles, tetrahydroquinolines, benzoazepines, quinoxalinediones and pyrida-zinoquinolines. 
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4. Monopoli A, Lozza G, Forlani A, Mattavelli A, Ongini E. Blockade of adenosine A2A 

receptors by SCH 58261 results in neuroprotective effects in cerebral ischaemia in rats. 
Neuroreport 1998 Dec l;9(17):3955-9 

Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
we assessed whether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0.01 
mg/kg either i.p. or i.v.) administered to normotensive rats 10 min after ischaemia markedly 
reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0.05). Similar 
effects were observed when SCH 58261 (0.01 mg/kg, i.p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially useful biological target for the reduction of brain injury. 

Panel 1,3D Summary: Ag2603 Expression of the GMAC026090_C gene is highest in an 
ovarian cancer cell line (CT = 33.6). Low but significant expression is also detected in lymph 
node, lung, colon and bladder. Therefore, expression of this gene may be used to distinguish 
these tissues from the other samples on this panel. 

Panel 2.2 Summary: Ag2603 Highest expression of the GMAC026090_C gene is seen in a 
sample derived from normal kidney adjacent to a tumor (CT=32.9), Significant expression is 
also seen in normal lung tissue adjacent to a tissue. Thus, expression of this gene could be 
used to differentiate these tissues from other samples on this panel. 

Panel 4D Summary: Ag2603 The GMAC026090_C gene is expressed at moderate to low 
levels in a wide range of cell types and normal tissues involved in immune response. Highest 
expression of this gene is seen in stimulated lymphokine-activated killer cells 
(LAK)(CT=30.1). These cells are involved in tumor immunology and cell clearance of 
tumors and virally and bacterial infected cells. Therefore, modulation of the ftmction of this 
gene product with a small molecule drug or antibody may alter the functions of these cells 
and lead to improvement of symptoms associated with these conditions. 

Low level expression of this gene is also detected in dendritic cells, monocytes, 
macrophages, stimulated PBMCs, and primary T cells. Therefore, modulation of the fimction 



359 



of this gene product with a small molecule drug or antibody may alter the functions of B 
cells, cells of the T-cell lineage, macrophages and monoc5^es and lead to improvement of the 
symptoms of patients suffering from autoimmune and inflammatory diseases such as asthma, 
allergies, inflammatory bowel disease, lupus erythematosus, arthritis, and cancer-related 
5 conditions. 



T. GMAC026090_B: GPCR 

Expression of gene GMAC026090_B was assessed using the primer-probe set 
Ag2602, described in Table TA. Results of the RTQ-PCR rans are shown in Table TB. 

1 0 Table TA . Probe Name Ag2602 



Primers 


Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward 


5 ' -gtgctgagaaatggcttatttg-3 ' 


22 


487 


315 


Probe 


TET-5 ' -cactccagtgcctgtgcttgcag-3 ' -TAMRAi 


23 


510 


316 


Reverse | 


5 ' -tcaatttcattcttggagcaat-3 ' 


22 


545 


317 



Table TB. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Ag2602, Run 
164216249 


Tissue Name 


Rei. Exp.(%) 
Ag2602, Run 
164216249 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


5.1 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


1 0.0 


HUVEC TNF alpha + IFN 

gamma 


0.0 


Secondary Thl rest 


6.8 


IHUVEC TNF alpha + IL4 


1.8 


Secondary Th2 rest 


0.0 


HUVECIL-11 


0.0 


Secondary Trl rest 1 


1.8 


Lung Microvascular EC 

none 


2.4 


Primary Thl act 


2.6 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


r T 

1.4 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 

—J 


0.0 


Microsvasular Dermal EC \ 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest | 


49.7 


Bronchial epithehum 


0.0 1 
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1 jNraipiia + iLioeia 






Primary Th2 rest 


23.2 


Small airway epithelium 
none 


0.0 




Primary Trl rest 


iy.Mi.ii„iMii.iiiMilim.il w ■iMiM.il.li 1,1 1 

3.8 


Small airway epithelium 
1 JNr alpna + iLr i oeta 


1.2 




CD45RA CD4 
lymphocyte act 


2.5 


Coronery artery SMC rest 


0.0 




CD45RO CD4 
lymphocyte act 


14.9 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 






2 £ ^ 

CD8 Ijonphocyte act 


3.2 


Astrocytes rest 


u.u 




Secondary CD8 
lymphocyte rest 


18.8 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 




Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


1.6 




CD4 lymphocyte none 


13.9 


KU-8 12 (Basophil) 
PMA/ionomycin 


0.0 

imrt.ffl n— .m .n ... . jr.n.Tinrm. . .tin, .r.-nrmmmr. .a.tr-rKnirT.,rrTrm 


f «^ 


2ry Thl/Th2/Trl_anti- 


1.9 


CCDl 106 (Keratmocytes) 


0.0 




LAK cells rest 


11.5 


CCDl 106 (Keratinocytes) 

TNTFalnhfi + TT -Ihpta 


0.0 


•Si-Ii 

- n 


JLrVJN. CeilS li^-Z 


3^ Q 

i 


T tvPT* pittViociiq 


7 1 


!? ^ 


LAK cells IL-2+IL-12 


1 24.1 


Lupus kidney 


3.6 




LAK cells IL-2+IFN 
gamma 


100-0 


NCI-H292 none 


1.4 




T A 1^ r>/>llc TT 9-1- TT 1 R 
CeUS li^-ZT^ IJL-lO 


JH.Z, 


NrT-TT907 TT -4 


1 ^ 




LAJv ceils 

PMA/ionomycin 


4.0 


NCI-H292 IL-9 


0.0 




iNr^ ueiis iJL-z resT 


i 119 


>jrT T4909 TT 1 ^ 


0 0 

^ ......^j.^.nw •trn, <rm « 




1 wo w ay MJLK J oay 


79 1 


TsJPT T49Q9 TFNT ajunrnfl 
IN V^l-riZ -7Z IP JIN ^alllllla 


9 4 




Two Way MLR 5 day i 


2.1 


HPAEC none 


0.0 




Two Way MLR 7 day 


3.3 


HPAEC TNF alpha + IL-1 

UClo. 


0.0 




rjDiviv^ resi 


1 


JUUll^ iiUlUUlabL llUliO 


9 1 

X 




PBMC PWM 


25.0 


Lung fibroblast TNF alpha 

-1- TT 1 Vkf^f'x 


0.0 




PBMC PHA-L 


' 14.6 


Lung fibroblast IL-4 


1.2 




Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


3.5 




Ramos (B cell) 
lonomycm 


0.0 


Lung fibroblast IL- 1 3 


0.0 




B lymphocytes PWM 


27.9 


Lung fibroblast IFN 
gamma 


4.0 

illiriiiiirir«mmnil«i«niMM.II«nwl«n mwilllin iiiiiimimiiiniili 




B lymphocytes CD40L 
and IL-4 


7.3 

— - — 


Dermal fibroblast 
CCD 1070 rest 

„• „,.,r.u,i„r.i™mr,i,m TiimrTT. i r--T--^ 


0.0 
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EOL-1 dbcAMP 


1.4 


Dermal fibroblast 
CdJiu/u liNr aipna 


12.2 

L. _ - - r 


POT 1 AUn A IVyfP 

PMA/ionomycin 


0.0 


ueiiiiHi iioroDiasi 
CCD 1070 IL-l beta 


0.0 


Dendritic cells none 


3.1 


jjcmiai iioroDiast iriN 
gamnia 


2.7 

I — , — a ..I. -rn, ...ti.' 


OpnHritiV r*pll<s T PSl 


3 0 

I ^:y. . 


Optmal fibrobl?i<\t TT -4 


0 0 


CD40 


1.5 

. .. _ 


IBD Colitis 2 

- 


1.5 


Monocytes rest 


1.7 


IBD Crohn's 


0.0 


Monocytes LPS 


1.8 


Colon 


11.7 


Macrophages rest 


6.0 


Lung 


4.8 


Macrophages LPS 


0.0 


Thymus 


3.6 


HUVEC none 


1.3 


Kidney 


16.7 


HUVEC starved 


0.0 







CNS_neurodegeneration_vl.O Summary: Ag26Q2 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



Panel LSD Summary: Ag2602 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 

Panel 2.2 Summary: Ag26Q2 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Ag2602 Expression of the GMAC026090_B gene is seen in stimulated 
lymphokine-activated killer cells (LAKs) (CT = 33,5). These cells are involved in tumor 
immunology and cell clearance of tumors and virally and bacterial infected cells. Therefore, 
modulation of the function of this gene product with a small molecule drug or antibody may 
alter the functions of these cells and lead to improvement of symptoms associated with these 
conditions. Low but significant expression is also detected in resting primary T cells (CT = 
34.5). Expression of this gene could also be used to distinguish these two samples from the 
other samples on this panel. 



U. GMAC026090 A: GPCR 
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Expression of gene GMAC026090_A was assessed using the primer-probe set 
Ag2601, described in Table UA. Results of the RTQ-PCR runs are shown in Table UB. 



Table UA . Probe Name Ag2601 

" — ^" - ' - ^ ' ' ' • — 



Primers 


Sequences 




Length 


Start Position 


SEQ 
ID 

NO: 


■ 

Forward; 


5 ' -tcccacctcatcttaatccttt-3 ' 


- 


22 : 


694 


318 


Probe 


TET-5 ' -cacagtcatcattgtgatttccattactcg-3 ' 


-TAMRA 


30 1 


723 


319 


Reverse 


5 • - tggaataaggggaactctcatt-3 ' 


3 


22 \ 


762 


320 



Table UB. Panel 4D 



Tissue Name 


1 Rel. Exp.(%) 
1 Ag2601, Run 
1 164160032 


Tissue Name 


ReL Exp.(%) 1 
Ag2601, Run 1 
164160032 

.-— 1.11.1.1- — ..— », iijii ti.j.i; 


Secondary Thl act 


1 3.2 


HUVEC IL-lbeta 


7.6 


Secondary Th2 act 

T, nirfnrm ninnffiiTiniiiir Ti' ■ 1 


1 10.7 

ii I ■ffl.;-.>.g^^>...*..^ai>^iiSi>i!;i«i.a.itSi>.>iSH&pa . in , ■■ i ■■'n. ■ .mrr 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


1 2.9 


HUVEC TOP alpha + IFN 
gamma 


0.0 

■ ..-.■.« K 


Secondary Thl rest 


■ 

0.0 


HUVEC TOP alpha + IL4 


0.0 


Secondary Th2 rest 


5.0 

. . . 1 f T" r 1 - -1 


HUVECIL-11 


0.0 


Secondary Trl rest 


18.6 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


6.2 


Primary Th2 act 


2.8 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


3.3 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 

1. .1... — - - 


0.0 


Primary Thl rest 


-; 

46.7 


Bronchial epithelium 
TNFalpha + ILlbeta 


1.2 


Primary Th2 rest 


3.7 


Small airway epithelium 
none 


4.9 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


15.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


■■ **■ 

11.7 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act | 


8.2 


Astrocytes rest 


2.4 


Secondary CDS j 


21.6 


Astrocytes TNFalpha + 


0.0 
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lymphocyte rest 




IL-lbeta 




Secondary CDS 
lymphocyte act 


4.4 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


8.5 


KU-8 12 (Basophil) 
PMA/ionomycin 


16.2 




zry lnl/ln2/ lrl_anti- 


2.1 


CCD 11 Uo (Keratmocy tes ) 


0.0 


LAK cells rest 


30.8 


CCDl 106 (Keratinocytes) 

TNJFalnha + IT -Iheta 


0.0 

■ 


T Al^ ^>p'llc TT 9 

ceus 1JL/-Z 




T i\7^"r /^ittVi/^oi c 




LAKcellsIL-2+IL-12 


41.2 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 

fTilTYTtTISl 

gclIIIilJLcl 


100.0 

^-^^ 


NCI-H292 none 


0.9 


T AK' rfA\^ TT -9+ TT -1 9. 

JL/jtVJV V/Cllo 11-/^ * IJL/ 1 O 


40 1 




0 0 


T Atr ppIIq 

PMA/ionomycin 


7.3 


NCI-H292 IL-9 


0.0 


iNlv V^ClXS IJL-Z rcbi 


R 7 




iji..i>ji,««imiiiir[llnrriliiiiii.r.i>.ifni«inir.rr«r mm imiMnrmn im1inii,i 


1 wo w ay iviJLrv D Qay 


/.O 


iNv^i-JuLzyz iriN gamma 


V/.U 


Two Way MLR 5 day 


5.0 


HP AEC none 


0.0 


Two Way MLR 7 day 

. _ , ... „ „ , , \ 


0.0 


HP AEC TNF alpha + IL-1 ; 

. — , 


0.0 


jroiviL/ resi 




juung iiuruuid.01 nunc 


V.V/ 


PBMC PWM 


9.9 


Lung fibroblast TNF alpha 

4- TT 1 V»pf5i 
y 11-/- 1 UCLd. 


0.0 


PBMC PHA-L 


8.2 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 

ionomycin 


0.0 


Lung fibroblast IL- 1 3 


0.0 


■ 

jB lymphocytes PWM 


13.3 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 
and IL-4 


0.0 


Dermal fibroblast 
CCD 1070 rest 


0.0 


EOL-1 dbcAMP 


2.8 


Dermal fibroblast 
CCD 1 070 TNF alpha 


4.7 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dennal fibroblast 
CCD 1070 IL-1 beta 


0.0 


Dendritic cells none 


12.4 


Dermal fibroblast IFN 
gamma 


0.0 






l^ClIllal llUlUUlaol 11-.-*t 




Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


1.2 


Monocytes rest 


2.5 


IBD Crohn's 


0.0 


Monocytes LPS 


0.0 


Colon 


4.0 
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Macrophages rest 


1 11.8 


Lung 


0.0 


Macrophages LPS 


' 1.7 


Thymus 


0.0 


HUVEC none ■ 


i 0.0 


Kidney 


0.0 


HUVEC starved ! 


0.0 







CNS_neurodegeneration_vl.O Summary: Ag2601 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



Panel 1,3D Summary: Ag2601 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 

Panel 2.2 Summary: Ag26Ql Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Ag260 1 Expression of the GMAC026090_A gene is highest in 
stimulated lymphokine-activated killer cells (LAKs) (CT = 32.1). These cells are involved in 
tumor immunology and cell clearance of tumors and virally and bacterial infected cells. 
Therefore, modulation of the function of this gene product with a small molecule drug or 
antibody may alter the functions of these cells and lead to improvement of symptoms 
associated with these conditions. Low but significant expression is also detected in resting 
primary T cells (CT = 33.2) and liver cirrhosis (CT = 33), suggesting a potential role for this 
gene in T cell-mediated diseases and liver cirrhosis. Expression of this gene could also be 
used to distinguish these samples from the other samples on this panel. 



V, GMAP002358_^A: GPCR 

Expression of gene GMAP002358_A was assessed using the primer-probe set 
Ag2200, described in Table VA. Results of the RTQ-PCR runs are shown in Tables VB. 



Table VA . Probe Name Ag2200 



Primers 


Sequences 


Length 


Start Position 


SEQ ID 
NO: 


Forward 


5 • -tatttcatcctgctgggattct-3 ' 


22 j 


37 


321 


Probe 


TET-5 ' -tcccaggatcataaaagtgctcttca-3 ' -TAMRA; 


26 i 

L>««fci..^.,.«««..,,«.,«rJ 


66 

KMMttM «a««it.tft««.ititf.MiK,W««;tiW«i,|HiMi,f>ftr<»i 


322 


Reverse 


5 ' -tccaggccagagatgtaatgta-3 ' 


22 ; 


109 


323 
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Table VB. Panel 2D 



Tissue Name 


Kel. Exp.( %) 
Ag2200, Run 
164025299 


Tissue Name 


ReL Exp.(%) 
Ag2200, Run 


Normal Colon 


0.1 


j Kidney Margin 
8120608 


0.0 


CC Well to Mod Difif 
(OD03866) 


1.3 


Kidney Cancer 
8120613 


0.0 


E 

CC Margin (OD03866) | 0.0 


Kidney Margin 
8120614 


0.0 


CC Gr.2 rectosigmoid i „ ^ 
(OD03868) j 


Kidney Cancer 


0.2 


CC Margin (OD03868) | 0.0 


Kidney Margin 


0.0 

11 ^ ■ ■ iinn^i w.YMn,« i,„.«^ 


CCModDiff 1 
(ODO3920) i 


Normal Uterus 


0.0 


CC Margin (ODO3920) | 0.0 


Uterine Cancer 
064011 


0.0 


CC Gr.2 ascend colon j „ „ 
(OD03921) ; 


Normal Thyroid 


0.0 


CC Margin (OD03921) 1 0.2 


Thyroid Cancer 2.8 


CC from Partial \ 
Hepatectomy (ODO4309)j 
Mats j 


0.2 


Thyroid Cancer 
A302152 


100.0 


Liver Margin 1 ^„ 
(ODO4309) 1 


Thyroid Margin 
A302153 


0.0 


Colon mets to lung j _ , 
(OD04451-01) 1 


Normal Breast 


0.0 


Lung Margin (OD0445 1-1 
02) 1 


Breast Cancer 


0.4 


Normal Prostate 6546- 1 j 

.... .. 1 


0.0 

J 


Breast Cancer 
(OD04590-01) 


0.4 


Prostate Cancer j ^ ^ 
(OD04410) 1 


Breast Cancer Mets 

(OD04590-03) 

— *..,.<,.i..ii...*..i — 1 — 


0.0 


' : — t" " ' — " " 

Prostate Margm i ^ ^ 

(OD04410) 1 


Breast Cancer 
Metastasis 


0.0 


Prostate Cancer i 
(OD04720-01) ! 


0.0 


Breast Cancer 


0.0 


Prostate Margin ; ^ ^ 
(OD04720-02) • 


Breast Cancer 


0.0 


Normal Lung j 0.6 


Breast Cancer 
9100266 


0.0 


Lung Met to Muscle i 0,3 


Breast Margin 0.0 
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(OD04286) 




9100265 

!.r , -..r, ■ . . ^1 .*.NI..WM»I.M.I.II.«.W.- 


u»,ma„iu.M^,i t t 1 ■.■.i...<i.i...>-iii 


Muscle Margin 
(OD04286) 


0.0 


Breast Cancer 


0.0 


Lung Malignant Cancer j ^ ^ 

(OD03126) 1 


A2090734 

j — ^ 


0.2 


Lung Margin (OD03 1 26) \ 0.0 


Normal Liver 


0.8 


Lung Cancer (OD04404) 


0.3 

— . — 1 


Liver Cancer 


0.4 


Lung Margin (OD04404) 


0.0 

1 nn n * Trrn r r'rurrffrfwki t^' 


JUlVCi V^allL'Cl iv^J 


0 0 


Lung Cancer (OD04565) 


0.0 


Liver Cancer 1026 


0.0 


Lung Margin (OD04565) : 0.1 


Liver Cancer 6004-T 


0.6 


Lung Cancer (OD04237- j ^ ^ ! 

01) j 1 


Liver Tissue 6004-N 


0.2 


Lung Margin (OD04237- j ^ ^ 

02) ; : 


Liver Cancer 6005-T 


0.0 

, 


Ocular Mel Met to Uver ; .j,.^^^ ^qO^.^ 

(ODO4310) ; j 


0.0 


Liver Margin ' ^ ^ 

(ODO4310) ; 


Normal Bladder 


0.0 


Melanoma Metastasis j 0,2 


Bladder Cancer 


0.2 

!i -i~ T^..iu..«..nM...«M..;»n i ■^r«?.1>1l™M.rlrtlwnll^,— fii.n.i...iui.imri.i>i 


Lung Margin (OD04321) j 0.0 ; 


Bladder Cancer 


i 1.6 


Normal Kidney 


■ 

' 0.0 


Bladder Cancer 
(OD047 18-01) 


0.0 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


10.5 

■ 

i '; 


Bladder Normal 

Adjacent (OD04718- 
03) 


0.0 

■ 


i 

Kidney Margin | „ ^ 
(OD04338) ! 


Normal Ovary 


0.0 


Kidney Ca Nuclear grade j „ . 
V2 (OD04339) 1 


Ovarian Cancer 


0.0 

- - - - . 


Kidney Margin j ^ ^ 

(OD04339) 1 


Ovarian Cancer 

(OD04768-07) 


0.0 


Kidney Ca, Clear cell j ^ ^ 
type (OD04340) j 


Ovary Margin 
(OD04768-08) i 


0.0 


. T II f...n.,.. st^ — i g.a...ai .a..»s..a r ..a.nm. r.,..: 

Kidney Margin j ^ ^ 
(OD04340) ! 


Normal Stomach 


0.3 


Kidney Ca, Nuclear i „ „ 
grade 3 (OD04348) \ U-U 


Gastric Cancer 
9060358 

" ' ' ' —1.11 11. I.I 


0.0 

< 

. 1 


Kidney Margin 
(OD04348) 


0.3 


Stomach Margin 
9060359 


0.3 

. . . » 


Kidney Cancer 
(OD04622-01) 


0.8 


Gastric Cancer 
9060395 


0.0 


Kidney Margin 
(OD04622-03) 


^ — ^ ^ — ^ — 

0.0 


Stomach Margin 
9060394 


t 

0.0 j 
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Kidney Cancer ; ^ ^ 
(OD04450-01) ; 


Gastric Cancer 
9060iy / 


0.0 


Kidney Margin i „ „ 
(OD04450-03) j 


Stomach Margin 
9060396 


0.0 


Kidney Cancer 8120607 j 0.0 


Gastric Cancer 
064005 


0.5 



CNS_neurodegeneration_vl.O Summary: Ag2200 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



Panel 1.3D Summary: Ag2200 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 

5 Panel 2D Summary: Ag2200 The GMAP002358_A gene is most highly expressed in a 
thyroid cancer sample (CT = 29). Interestingly, expression of this gene is not detectable in the 
matched adjacent normal thyroid tissue. This gene is also expressed at low but significant 
levels in an additional thyroid tumor. Therefore, expression of this gene may be used to 
distinguish thyroid cancer from normal thyroid tissue. Furthermore, therapeutic modulation 
10 of the activity of the GPCR encoded by this gene, using small molecule drugs or antibodies, 
may be beneficial in the treatment of thyroid cancer. 

Panel 3D Summary: Ag22QQ Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Ag2200 Results cannot be evaluated due to potential problems with 
15 some of the samples in this particular experiment; suspicious amp plot (data not shown). 

W. GMAP002517_C: GPCR 

Expression of gene GMAP0025 1 7_C was assessed using the primer-probe set 
Agl839, described in Table WA. Results of the RTQ-PCR runs are shown in Table WB. 

20 Table WA . Probe Name Ag 1 839 



Primers 


Sequences 


Leagth; 

i 


Start Position 


SEQID 
NO: 


Forward 


5 ' -tgaacctcatggctgagaataa-3 ' 


22 i 


261 


324 
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[Probe 


TET-5 ' -atttcttttcatggatgtgctgccca-3 ^ -TAMRA; 


26 1 287 j 325 


[Reverse 


5 ' -ggaaggagccaaagaagtagaa-3 ' 


22 j 314 j 326 



Table WB. Panel 4D 



i ISSUc lvalue 


Rel. Exp.(%) 

Run 

165831028 


Tissue Name 


Rel. Exp.(%) 
Ael839, Run 
165831028 


oeconuaiy ini aci 


hma.iii.iiMmrrWM w iiii «i.Hi.n- ■ ..m . .-iiiawtwiiiirt.il mil 

0 0 


HIJVECIL-lbeta 


0.0 


Secondary Th2 act 


1.2 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


2.7 


HU VbC IJNr alpna + IrJN ; 

ganrmia 


0.0 


Secondary Thl rest 


0.0 


HUVhC INr alpha + 1L4 ; 


0.0 


Secondary Th2 rest 


0.0 


HUVECIL-ll 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 

; 


Primary Thl rest 


0.0 


Bronchial epithehum 
TNFalpha + ILlbeta 


0.0 


-- 

Primary Th2 rest 


0.0 

~- ~ ^ j-r-itm. - -rf-iT-ft 


Small airway epithelium 
none 


0.0 


Primary Trl rest 


0.0 

■mi.iMi.,4, frr.~ mnnfi -.r ..mint.Kftim-T.^^ 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
IjTOphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 

lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 

r. .1. 'rr -n.- n 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
iJL-iDeia 


0.0 

s r < 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 




0.0 

1 I r I ■ ' 


CD4 lymphocyte none 


0.0 


KU-812 (Basophil) 
PMA/ionomycin 


0.0 


2ry Thl/Th2/Trl_anti- 
CD95 CHll 


0.0 


CCDl 106 (Keratinocytes) 
none 

■.Mr^.^l.,m.-.i ■...a...»,>,»,.«r^...rwf,.,<^.< .f ^.^^..»y.,»..t.iM..y,>»,.M«l.<.,<w< 


0.0 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 

. .r 1 1 1 


0.0 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 
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LAK cells IL-2+IL- 12 | 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
ganiiTid 


0.0 


NCI-H292 none 


0.0 


T AT<r rp'llc IT -94- TT -1 R 
JL/\Jv C/Clib IJLi-Z » 1JL> 1 O j 


0 0 


Nri-H292 IL-4 


0 0 


■-^ a-<c ;.,i..,»^w. i,K,<taiii»...n... 1 ■WW.....! Bi. 

JL/\rv cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


Mir P^^llc TT 9 r^^Qt 


0 0 


NCI-H292 IL-13 


00 


1 wo w ay lYiLJv J udiy 


0 0 


NrT-H292 IFN gamma 


0 0 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


rlrAbC lINr alpna + lL,-i 

Hf*tJ5 


0.0 


rJcsiYH^ resi 


0 0 


T liner fiViroVilji'st noTift 


0 0 


PBMC PWM 

. - J 


0.0 


Lung fibroblast TNF alpha 

4- TT - 1 beta 


2.2 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


'iW'wimimiriwvffiiriwrim.t-i'w — — r^«r«iw>i»MW»wiwiiirnntin 

0.0 


Lung fibroblast IL-9 


u.u 


Ramos (B cell) 
lonomycin 


0.0 


Lung fibroblast IL- 1 3 




0.0 


B lymphocytes PWM 


3.8 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 
andIL-4 


0.0 


Dermal fibroblast 
CCD 1070 rest 


0.0 


EOL-l dbcAMP 


0.0 


Dermal fibroblast 

CCD 1 070 TNF alpha = 


0.0 


EOL-l dbcAMP 

PMA/ionomycin 


0.0 


Dennal fibroblast 
CCD 1070 IL-1 beta 


0.0 


Dendritic cells none 


0.0 


Dermal fibroblast IFN 


0.0 


Uenantic cells JLro 


1 iir.t.l »l M.imi.j.i»r 1. r- f !!• rui.,.......ll Wll 




0 0 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


19.6 


Monocvtes rest 


0.0 


IBD Crohn's 


3.5 


.t. -r, n w>Viif**««ift.>f*.*f.^.i^*-.--*.A* < f f r ^ftrw.M nr ffc If VK^UM* 

Monocytes LPS 


0.0 


Colon 


0.0 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


0.8 


Thymus 


2.5 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel L3D Summary: Agl839 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 
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Panel 2.2 Summary: Agl839 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 



Panel 4D Summary: Agl839 Significant expression of the GMAP0025I7_C gene is 
detected in a liver cirrhosis sample (CT = 32). Furthermore, expression of this gene is not 
detected in normal liver in Panel 1.3D, suggesting that its expression is unique to liver 
cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 



X. GMAP002517_B: GPCR 

Expression of gene GMAP002517_B was assessed using the primer-probe set 
Agl838, described in Table XA. Results of the RTQ-PCR runs are shown in Table XB. 



Table XA . Probe Name Agl838 



Primers 


Sequences 


Length 


Start Positioa 


SEQ ID 
NO: 


Forward 


5 ' -atccagtgtcatcaaccacttc-3 ' 


I 22 1 


510 1 


327 


jProbe 


TET-5 ' -cgccgctcattaagctttcttgttct-3 ' -TAMRA 


26 


545 i 


328 


[Reverse : 


5 • -gatatgaacatggcatgctctt-3 ' 


1 22 584 


329 



Table XB. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl838, Run 
165828676 


Tissue Name 


Rel. Exp.(%) 
Agl838, Run 
165828676 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + 1L4 | 


0.0 


Secondary Th2 rest 


0.0 


HUVECIL-11 


0.0 


Secondary Trl rest 


0.0 


Limg Microvascular EC 

none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 



371 



' ..ini.. .. . .....-■■i. „.,,„vmm 

Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primaiy Trl act 


0.0 


Microsvasular Dermal EC 

1 JNr alpha + IJL- 1 Deia 


0,0 


Primary Thl rest 


0.0 


Bronchial epithelium 
iJNraipna + iLiDeia 


0.0 


.1 1 1 - 1 - P n rr . 

Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest i 


0.0 

1 ■ w < t 


CD45RO CD4 
lymphocj^e act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act j 0.0 


Astrocytes rest 


U.U 


Secondary CDo 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 

TT 1 1 J- 

IL-lbeta 


0.0 


Secondary CDS 

lyiiipuut/y ic dci 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


Ml" 1 iiii.ii im.Hiii 1 

0.0 


KU-812 (Basophil) 
PMA/ionomycin 


0.0 


2ry Thl/Th2/Trl_anti- 
CD95 CHI 1 


0.0 


CCDl 106 (Keratmocytes) | 


0.0 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 

TMFjilnha 4- TT -Iheta 


0.0 


LAK cells IL-2 


0.0 


i^ivci cimiubio 




LAKcellsIL-2+IL-12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


2.7 


NCI-H292 none 

- ■ .■ r I. a_. 


0.0 


-.uj-Lj-.u....j-uj.i.^>L.i.. ./■■ ■ .- --^--te-v- . ..... r ■. 

LAK cells IL-2+ IL-18 


0.0 


NrT-H?Q9 TT -4 


1 2 


LAK cells 

PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 

1 « ' ' 


NK Cells IL-2 rest 


0.0 


T<rrT-H707 TT -1 ^ 


0 0 


Two Way MLR 3 day 


0.0 


>JPT-H909 TFM crjimmfi 


0 0 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha + IL-1 

UCld. 


0.0 

, , 


PBMC rest 


0.0 


T lITlfT T1 MTT^r^l cf" V\ i~\T\ 

[JUUIlg llUlUUlcioL ilUilC 


v. V 


PBMC PWM 


0.0 


iLune fibroblast TNF alpha 
k IL-l beta 


0.0 


PBMC PHA-L 1 0.0 


iLung fibroblast IL-4 


0.0 


Ramos (B cell) none 


1 0.0 


Lung fibroblast IL-9 


1.3 


Ramos (B cell) 


1 0.0 


Lung fibroblast IL- 1 3 


0.0 
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ionomycin 









B lymphocytes PWM 


0.0 


Lung fibroblast IFN 


0.0 


B lymphocytes CD40L \ 

J TT A 

and IL-4 


0.0 


Dermal fibroblast 
i^icyi-/ 1 u / u resi 


5.1 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 
CUL/IU/U ifNr aipna 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Jjemiai iiDroDiasi 
CCD1070IL-1 beta 


0.0 


Dendritic cells none 


0.0 


uermai iioroDiasi iriN 
samma 


9.5 




00 


Dermal fibroblast IL-4 


0.0 


^ . -,.f.^ t-w n TifM.' 

CD40 


0.0 


IBD Colitis 2 


13.8 


Monocytes rest 


0.0 


IBD Crohn's 


7.3 


Monocytes LPS 


0.0 


Colon 


4.5 


Macrophages rest 


0.0 

>„j,.f .■■J.I.J, M«i.'W.r.. « 


Lung 


3.2 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 


- - : 





Panel 1.3D Summary: Agl838 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 



Panel 2.2 Summary: Agl838 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl838 Significant expression of the GMAP002517_B gene is 
detected in a liver cirrhosis sample (CT = 32.7). Furthermore, expression of this gene is not 
detected in normal liver in Panel 1.3D, suggesting that its expression is unique to liver 
cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 
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Y. GMAP002418 E: GPCR 



Expression of gene GMAP002418_E was assessed using the primer-probe set 
Agl837, described in Table YA. Results of the RTQ-PCR runs are shown in Tables YB and 
YC. 



Table YA . Probe Name Agl837 



Primers 


Sequences 


Length 


Start Position 


SEQ ID 
NO: 


■ ,„n~ ,-,-rT 

Forwards 


5 ' -ctgcatctctgaagacaaaagc-3 ' 


22 : 


251 


330 


Probe 


TET-5 ' -tggctgcctgtgtcagttcttcttct-3 ' -TAMRA 

'i,f^ v,,vv~,»~>. r~-.-,,::t-^i!^-, rmx — ^ — T-— — — n^r.tmm^i.T ;r- ■-.r^r^'jitntr.iatirr'i T~,rTyiWri»?.ffiTt"-r--r-->riiiii.y'yi'''d'Vi' . , 




284 


331 


Reverse 


is ' -gccagtaagcagcactcactat-3 ' 


22 : 


325 


332 



Table YB. Panel 2.2 



Tissue Name 


Rel. Exp.(%) 
Agl837, Run 
174148648 


Tissue Name 


Rel. Exp.(%) 
Agl837, Run 
174148648 


Normal Colon 


0.0 


Kidney Margin 
(OD04348) 


0.0 


Colon cancer 
(OD06064) 


0.0 


Kidney malignant 

cancer (OD06204B) 


0.0 


Colon Margin 
(OD06064) 


7.0 


Kidney normal adjacent 
tissue (OD06204E) 


0.0 


Colon cancer 
(OD06159) 


0.0 


Kidney Cancer 
(OD04450-01) 


0.0 


Colon Margin 
(OD06159) 


4.0 


Kidney Margin 
(OD04450-03) 


0.0 


Colon cancer 
(OD06297-04) 


0.0 


Kidney Cancer 
8120613 


0.0 


Colon Margin 
(OD06297-015) 


0.0 


Kidney Margin 
8120614 


0.0 


CC Gr.2 ascend colon 
(OD03921) i 


0.0 


Kidney Cancer 

9010320 


0.0 


CC Margin (OD03921) ' 


' ' ' ^ 

0.0 


Kidney Margin 
9010321 


0.0 


Colon cancer metastasis 
(OD06104) 


0.0 


Kidney Cancer 
8120607 


0.0 


i 

Lung Margin 
(OD06104) 


0.0 


Kidney Margin 
8120608 


0.0 


Colon mets to lung 
(OD04451-01) 


1. 1 ..M. . . Ti.., , ,., ■ ..i,.r.m ,r n 

0.0 


Normal Uterus 


0.0 
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Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 064011 

o-S 9 4 


0.0 


Normal Prostate 


U.U 


iMormai inyroia 


ft ft 


Prostate Cancer 
(0004410) 


0,0 

[ ^ - 


Thyroid Cancer 


0.0 


Prostate Margin 
(OD04410) 


0.0 


Thyroid Cancer 


0.0 


Normal Ovary 

- 


0.0 


Thyroid Margin 

A 1 <C7 

AjUZ 1 JD 


0.0 


Ovanan cancer 
(OD06283-03) 


0.0 

,.v. a .-■■i...,wiii - T- Ti m m tr r-- ' 


Normal Breast 


0.0 


Ovanan Margin : 
(OD06283-07) 


: 

0.0 


Breast Cancer 


0.0 


Ovarian Cancer 


J.Z 


jtsreasi L^ancer 


ft ft 


Ovarian cancer 
(0006145) 


0.0 


Breast Cancer 


0.0 


Ovarian Margin 
(OD06145) 


0.0 


Breast Cancer Mets 

(UOU4Dyu-UJ ) 


0.0 


Ovanan cancer 
(OD06455-03) 


0.0 


Breast uancer 
Metastasis 


0.0 


Ovanan Margin 
(OD06455-07) 


0.0 

.._..J 


Breast Cancer 


0.0 


~K T IT 

Normal Lung 


A A 

0.0 


Breast Cancer y lUUzoo 


U.U 

f.H..«J. — ..! 


Invasive poor dif£ lung 
adeno (ODO4945-0 1 


0.0 


Breast Margin 9100265 


0.0 


Lung Margin 
(ODO4945-03) 


0.0 


Breast Cancer A209073 


0.0 


Lung Malignant Cancer 
(OD03126) 


0.0 


Breast Margin 

A '^AAATJ A 

A20y0/34 


0.0 


Lung Margin 
(ODD 3 126) 


0.0 


Breast cancer 
(UO0o0g3) 


0.0 

, — 


Lung Cancer 
(OD05014A) 


0.0 


Breast cancer node 
metastasis (OD06083) \ 


0.0 


- ' ■ ■ ■ ^ 

Lung Margin 
(OD05014B) 


0.0 


Normal Liver 


0.0 


Lung cancer (0006081) 


A A 

0.0 


Liver Cancer l UZo 


U.U 

: : < ^ 


Lung Margin 
(OD06081) 


0.0 


Liver Cancer 1025 


5.3 


— 

Lung Cancer 

(UOU4zi/-01) 


0.0 


Liver Cancer 6004-T 


0.0 


Lung Margin 
(OD04237-02) 


0.0 


Liver Tissue 6004-N 


0.0 


Ocular Mel Met to Liver 
(ODO4310) 


0.0 

- -----^ 


Liver Cancer 6005-T 


0.0 

.,,,,„„,„„„,, -„M.,i m,r,. Mm,i.ii,,«i,«,i*,t,,-t 
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Liver Margin 


0.0 


Liver Tissue 6005-N 


0.0 


Melanoma Metastasis 


100.0 


i Liver Cancer 


7.6 


Lung Margin 
(OD04321) 


0.0 


! Normal Bladder 


0.0 


JNormal Kidney 






0 0 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


0.0 


Bladder Cancer 


0.0 


Kidney Margin 
(OD04338) 


0.0 


Normal Stomach 


0.0 


Kidney Ca Nuclear 

grade 1/2 (UDU4J3y) 


0.0 


», 1-2 

Gastric Cancer 

^^^^ _ ^ ' ^-^^ ^^^^^ ^ , -^-in wnrmnrr m ^r* ji,, 


1.8 


Kidney Margin 
(ODU433V) 


0.0 


- 

; Stomach Margin 
y\jD\jjy\j 


0.0 


Kidney Ca, Clear cell 
type (OD04340) 


0.0 


Gastric Cancer 
yyjoKjjyj 

J . ~ n ) 


0.0 


Kidney Margin 
(OD04340) 


0.0 


i Stomach Margin 
i 9060394 


0.0 


Kidney Ca, Nuclear ! ^ q 
grade 3 (OD04348) ] 


i Gastric Cancer 064005 


0.0 


Table YC. Panel 4D 


Tissue Name 


Rel. Exp.(%) 
Agl837, Run 
165830925 


Tissue Name 


Rel. Exp.(%) 
Agl837, Run | 
165830925 | 


Secondary Thl act 


0.0 1 


aUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 1 


[lUVEC IFN gamma 0.0 


Secondary Trl act 


0.0 ' 
! 


SUVEC TNF alpha + IFN 
jamma 


j 0.0 


,»,.«,.....<,->,t<r...^,,,. ,n.^,ur,„^,„.. "•^ 

Secondary Thl rest 


6.7 ] 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 ] 


[IUVECIL-11 

" " ■ ^ — " — »^ 


0.0 


Secondary Trl rest 


0.0 ' 
] 


Lung Microvascular EC 
lone 


0.0 


Primary Thl act 


0.0 ] 


Lung Microvascular EC 
TNPalpha + IL-lbeta 


0.0 

j . . . 


Primary Th2 act 


0.0 ' 
J 


Microvascular Dermal EC 
lone 


0.0 


Primary Trl act 


0.0 ! 


Microsvasular Dermal EC 
FNFalpha + IL-lbeta 


0.0 

J , . , 1, 


Primary Thl rest 


0.0 ! 


Bronchial epithelium 
FNFalpha + ILlbeta 


0.0 


1 — < 

Primary Th2 rest 


0.0 * 
1 


Small airway epithelium 
none 


0.0 

.; . „ „ ^„ ,„„„„ niiiiinn ■n-n ti ■ n niinir rn-ii ' - 
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Primary Trl rest 


0.0 


Small airway epithelium 

TT^fPTalnVia + TT -1 bipfji 
liNraipila * iL-> 1 UCla 




0.0 




LD45RA CU4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


L/Oroiiery driery oiVi\^ 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


U.U 


ASiTOcyies re si 


0 0 


Secondary CDS 
lymphocyte rest 


0.0 




Astrocytes TNFalpha + 
iL- 1 Deia 

■ - .-. — — ^ 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none | 


0.0 


KU-812 (Basophil) 
r iVi/v lonomycin 


0.0 


2ry Thl/Th2/Trl_anti- 1 
TDQS PHI 1 1 


0.0 


K^y^L/i luo ^Jveraimocyies^ : 

none 


0.0 

1 1 ' 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) ; 
TNFabha + IL- 1 beta 


0.0 




00 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL- 12 \ 


0.0 


Lupus kidney 


0.0 


TAT/" ^—11^ TT ■^J^TTTVT 

LAK cells IL-2+lrN 
gamma 


0.0 


NCI-H292 none 


0.0 


LAK cells IL-2+IL- 18 


0.0 

L.--^— ^ —r .rr.n.n fn r — ■ 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 nL-9 


0.0 


NK Cells IL-2 rest 1 0.0 


Nri-H292 IL-13 


00 


Two Way MLR 3 day 


0.0 


Nri-H292 IFN eamma 


00 


Two Way MLR 5 day 


i 0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


TTr> A TJ/^ TTVTC oInVio J- TT 1 ^ 

rlrAilL/ iJNr aipna + 11^-1 

beta 


0.0 


PBMCrest 


1 0.0 


Lunff fibroblast none 


0.0 


PBMC PWM 


0.0 

i 


Lung fibroblast TNF alpha 

+ TT -1 beta 


7.1 


PBMC PHA-L 


0.0 


Lung fibroblast IL~4 


0.0 


Ramos (B cell) none 


0.0 


Lung 11 bro blast IL-v 


U.U 


Ramos (B cell) 
ionomycin 


0.0 

i . - 


Lung fibroblast IL-13 


0.0 


B lymphocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


0.0 

■—t . 


B lymphocytes CD40L 
and IL-4 


0.0 


JL/CIIUal xlUIUUiaol 

CCD 1070 rest 


0.0 

i p . 


EOL-1 dbcAMP 


i 

0.0 


Dermal fibroblast 
CCD1070 TNF alpha 

W . r ■■ 1' - 1 


0.0 1 


EOL-1 dbcAMP 


1 0.0 

1 ■ 


Dermal fibroblast 


0.0 



377 



PMA/ionomycin 




CCD 1070 IL-1 beta 




Dendritic cells none 


0.0 


L/Cllllai liUlUUiaol xX i>( 

gamma 


0.0 


OpriHIritip rf*ll<i T 


0.0 


Dermal fibroblast IL-4 


0.0 


CD40 


0.0 


IBD Colitis 2 


21.9 




1...C 

Monocytes rest 


0.0 


IBD Crohn's 


7.1 


Monocytes LPS 


0.0 


Colon 


17.0 


Macrophages rest 


0.0 ■ 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel 1.3D Summary: Agl837 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 



Panel 2.2 Summary: Agl837 Significant expression of the GMAP002418_E gene is seen 
exclusively in a sample from a melanoma metastasis (CT = 33,2). Therefore, expression of 
5 this gene may be used to distinguish metastatic melanomas from the other samples on this 
panel. Furthermore, therapeutic modulation of the activity of the GPCR encoded by this gene 
may be beneficial in the treatment of metastatic melanoma. 

Panel 4D Summary: Agl837 Significant expression of the GMAP002418_E gene is 
detected in a liver cirrhosis sample (CT = 34.5), Furthermore, expression of this gene is not 
10 detected in normal liver in Panel 1.3D, suggesting that its expression is unique to liver 
cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 



15 Z. GMAP002418_B/CG149702-01: Olfactory Receptor 

Expression of gene GMAP002418_^B (also known as CGI 49702-01) was assessed 
using the primer-probe set Agl835, described in Table ZA. Results of the RTQ-PCR runs are 
shown in Tables ZB, ZC and ZD, 

Table ZA , Probe Name Agl835 
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Primers; 


Sequences 


Length 


Start 

- --— - — - ■» -- 


SEQ 
in NO- 


Forward 


5 ' -ccttctggatctctggtattcc-3 ' 

li.MLr..i,.nl. :rr.i r;iw(Mr.j« i..iii.f:..». ,< i-lwimT-lr.« Wwiyii -1 ..inr i.ii.li X .1. M urn r a ililh. n rTi... i 1 ■ r r IHIinil HI mil 1 lllllllll M XI 


22 


231 i 


333 


Probe 


TET-5 ' -atccccgatatcctgctgacttgcat-3 ' - 
TAMRA 


26 


262 


334 


Reverse : 


5 ' -ggagatggttttgtcatcagaa - 3 ' 


22 1 


288 


335 



Table ZB. Panel 1.3D 



Tissue Name 


ReL Exp.(%) Agl835, 
ivun loDVoiouo 


Tissue Name 


Rei. Exp.(%) Agl835, 

Pun 'ii\^QMfi(\f% 

^...ifiii 1 ' 1 ..1 .. . 1 / • 1 - ii i 


Liver aaenocarcinoma 


u.u 


jvianey ^leiai ) 


0 0 

U.V/ 


Pancreas 


U.u 


Kenai ca. /oo-v 




Pancreatic ca. CAPAN | 
z 


0.0 


Renal ca, A498 


0.0 

■ ■«..... 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


, 1 . : 

0.0 


Renal ca, ACHN 


0.0 


Salivary gland 


0.0 ! 


Renal ca. UO-3 1 

— ij 


0.0 

II 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 

«m.ni»nmmmmriii-iin .i i iT- ^ — - 'ia»a...»im»nimnimn»nm 


Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) 


0.0 


Liver (fetal) 


0.0 


Brain (amygdala) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


0.0 


Lung 

„ _ r, ^ 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


14.5 


LX-1 


0.0 


Brain (thalamus) 


0.0 


JLUng Ca. ^bmaii 

NCI-H69 


0.0 


Cerebral Cortex 


0.0 


T uTiQ ca ( s cell var ) 
SHP-77 


0.0 


. . . . * — » m^lTC — — . -~ 

Spinal cord 


0.0 


Lung ca. (large 
celI)NCI-H460 


0.0 


glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 

cell) A549 


0.0 


glio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 
NCI-H23 


0.0 


astrocytoma SW1783 


100.0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


Neuro*; met SK-N-AS 


8.2 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 


astrocytoma SF-539 

TiiTiinl'-Ti-1 flr n — J 


0.0 


Lung ca. (squam.) 
SW900 


0.0 
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astrocytoma SNB-75 


0.0 

: a B 1 . -J 


Lung cd. ^^bcjuam.j 
NCI-H596 


0.0 


glioma oJNo-iy 


u.u 


iVlammary gidllU 


0 0 


glioma U251 


0.0 


Breast ca.* (pLef) 


0.0 


glioma SF-295 

- - - - • ' 


0.0 


MDA-MB-23 1 


0.0 

a s = : 


Heart (Fetal) 


0.0 


Breast ca * fnl. eD 
T47D 


0.0 


Heart 


0 0 


Breast ca BT-549 


18.7 


Skeletal muscle (Fetal) : 


0.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


U.U 


I It to 7 

uvary 




Bone marrow 


0.0 


Ovarian ca. 


0.0 

- 


Thymus 


0.0 


Ovarian ca. 


0.0 


n si 

Spleen 


0.0 


Ovarian ca. 

U VCAKO 


0.0 


Lymph node 


0.0 


Ovarian ca. 

rwir^ ADO 


0.0 

" ~"~ — 1 


Colorectal 


0.0 

, _ 


uvanan ca. xltKU v - 
1 

/ . _ 1 


0.0 


Stomach 


0.0 


Ovarian ca. (ascites) 1 
SK-OV-3 


0.0 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


0.0 


Placenta 


A A 

U.U 


Colon ca.* SW620 ; 
(SW480 met) 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met) PC-3 


0.0 


Colon ca. HC T - 116 | 


A A 
U.U 


Testis 


U.U 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 


CC Well to Mod Diii 
(OD03866) ; 


0.0 


Melanoma* (met) \ 
Hs688(B).T 


0.0 

I 


Colon ca. HCC-2998 


0.0 

- - . ..^r- - - . „ i 


Melanoma UALC-ozi 


A A 

U.U 


Gastric ca. (liver met) 
NCI-N87 


0.0 


Melanoma M14 


0.0 


Bladder 


0.0 


ivieidnomd 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


— ■■— - - - 

Kidney 


0.0 


Adipose 


0.0 
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Table ZC. Panel 4D 



Tissue Name 


Rel ExDf%^ 
Agl835, Run 
165828257 


Tissue Name 


Rel. Exp.(%) 
Agl835, Run 
165828257 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 

: 


4.6 


HUVEC TNF alpha + IFN 
gamma 


0.0 


.iS 1 as ^- !i.K.m«..S &-U 

Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 




0 0 

V/.vf 


HUVEC IL-1 1 


0.0 


Secondary Trl rest 

„„■ 


0.0 


Lung Microvascular EC 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC i 


0.0 


i.i.a ,, .1 e ■ ......IT,.. «f 1.1111.11.... B fr Kf. .Unifm.' 

Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFfllnha + TT -Ibeta 


0.0 


■ ,.j..n iw.jtai.m t .m...; — i "~ .Ti.....r. -t— 

Primary Thl rest 


0.0 


Bronchial epithelium 

TMFfllriha 4- TT Iheta 


2.1 


Primary Th2 rest 


0.0 


Small airway epithelium ; 
nunc 


0.0 


Primary Trl rest 


0.0 


Olil<lll ctllWa.jr C/L/iUlW/ IX UJ.il 

TNFalpha + IL-lbeta 


0.0 


LD4jKA UL)4 

lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


lymphocyte act 


7.2 


TNFalpha + IL-lbeta 


0.0 


UJJo lympnocyte act 






0 0 

Tl-I 


Secondary CDS 
lympnocyte rest 


0.0 


Astrocytes TNFalpha + 

TT 1 hf^iii 

— ,......f^-YTrTrrr™^'™~*''"nrrrr'rrirrT-r''r'rr~n .~w-^ 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0.0 


PMA/ionomycin 


0.0 


2ry Thl/Th2/Trl anti- 
CD95 CHll 


0.0 


CCDl 106 (Keratinocytes) 
none 


0.0 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


0.0 

mifciiiiiii 
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LAK cells IL-2+IL- 18 


3.7 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


1.4 


NCI-H292 IL-13 


0.0 


Two Wav MLR 3 dav ^ 


00 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


RPAFP TMF ;^lnVja 4- TT -1 

beta 


0.0 


PRMC rest 


00 


Lung fibroblast none 


0.0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha: 
+ IL-1 beta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


U.U 


JLung iiDroDiasi iJ^-y 




Ramos (B cell) 

* * 

lonomycm 


0.0 


Lung fibroblast IL- 1 3 


0.0 


B lymphocytes PWM 


2.6 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 

J TT A 

and IL-4 


riviBn«tiiv.mr«iin«wwwiii' m m MmnminTrnm<iT»iriiWMm<i«i«gaa 

0.0 


Dermal fibroblast 
Cv^Liiu /u rest 


0.0 


EOL-l dbcAMP 


0.0 


Dermal fibroblast 
(^UJJIU/U iJNr aipna 


0.0 

,1 1 ii.ii ■ — ■-■■r'-"- ■ ■ • ■ ■"*"' 


EOL-l dbcAMP 
PMA/ionomycin 


75.3 


Uermal riDroDiasi 
CCD 1070 IL-1 beta 


0.0 


Dendritic cells none 


0.0 


Uermal iiDroDiasi iriN 
aamma 


0.0 


DpTiHritir rell<; T PS 


00 


Dermal fibroblast IL-4 


0.0 


CD40 


0.0 


IBD Colitis 2 


8.4 


Monocytes rest 


0.0 


IBD Crohn's 


7.3 


Monocytes LPS 


0.0 


Colon 


12.1 


Macrophages rest 


0.0 


Lung 


3.2 


Macrophages LPS 


0.0 


Thjmius 


0.0 


HUVEC none 


0.0 ; 


Kidney 


\ 0.0 


HUVEC starved 

- - - — 


0.0 







Panel 1.3D Summary: Agl835 Significant expression of the GMAP002418_B gene is seen 
exclusively in a sample fi:om an astrocytoma cell line (CT = 34). Therefore, expression of this 
gene may be used to distinguish astrocytoma cell lines fi-om the other samples on this panel. 
Furthermore, therapeutic modulation of the activity of the GPCR encoded by this gene may 
be beneficial in the treatment of astrocytomas. 
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Panel 2.2 Summary: Agl835 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 



Panel 4D Summary: Agl835 Expression of the GMAP002418_B gene is highest in a Uver 
cirrhosis sample (CT = 32.4), Furthermore, expression of this gene is not detected in normal 
liver in Panel 1. 3D, suggesting that its expression is unique to liver cirrhosis. This gene 
encodes a putative GPCR; therefore, antibodies or small molecule therapeutics could reduce 
or inhibit fibrosis that occurs in liver cirrhosis. In addition, antibodies to this putative GPCR 
could also be used for the diagnosis of liver cirrhosis. Low but significant expression of this 
gene is also seen in activated EOL-1 eosinophil cells (CT=32.9). Due to the importance of 
eosinophils in lung pathology and primary biliary cirrhosis, antibody or small molecule 
therapies designed with the protein encoded for by this gene could block or inhibit 
inflammation or tissue damage due to lung conditions including asthma, allergies, 
hypersensitivity reactions, and viral infections. Expression of this gene could also be used to 
distinguish liver cirrhosis and activated eosinophils from the other samples on this panel. 

AA. GMAP002345_C: GPCR 

Expression of gene GMAP002345_C was assessed using the primer-probe sets 
Agl732 and Agl833, described in Tables AAA and AAB. Results of the RTQ-PCR runs are 
shown in Tables AAC, AAD and AAE. 



Table AAA . Probe Name Agl732 



Primers 


Sequences 


Length; 


Start Position 


SEQ 
ID 
NO: 


■"' " 

Forward 


5 ' -gacaaaatggcatctgtgttct-3 ' ■ 


22 ! 


819 I 


336 


Probe 


TET-5 • -agtcattcccatgttgaatccactgg-3 ' -TAMRaI 26 

. . „ „ - - - -3. - ~ 


848 


337 


■ ■11 ■liir.i^r.ri.itiirfiriiiiiiiTil 

Reverse 


5 • -tctttgttcctcaggctgtaga-3 ' 


1 22 1 


874 


338 


Table AAB. Probe Name Agl833 


Primers 


Sequences 


Length 


Start Position 


SEQ 
ID 
NO: 
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|Forward 


5 ' -gacaaaatggcatctgtgttct-3 ' j 


22 ; 


819 


339 


1 Probe 


TET-5 ' -agtcattcccatgttgaatccactgg-3 ' -TAMRA 


26 


848 


340 


[Reverse 


5 ' -tctttgttcctcaggctgtaga-3 ' j 


22 : 


874 


341 



Table AAC. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) Agl833, 
Run 165975011 


1 issue iName 


ReL Exp.(%) Agl833, 
Run 165975011 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


25.9 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 

2 


A A 

u.u 


Kenai ca. A4yo 


U.U 


Adrenal gland 


0,0 


Renal ca. RXF 393 ; 


19.9 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca.UO-31 


0.0 


Pitintpirv o^ljiTiH 


00 


Renal ca. TK- 10 


i 0.0 


Brain (fetal) 


0.0 

^ . ^a.»«».i.«i...»»w>w.«m«JtM«a 


Liver 


0.0 


Bram (whole) 


A A 
U.U 


Liver (^leiai ) 




Brain (amygdala) 


0.0 


Liver ca. 

(nepatODiastj rlepo/ ; 


0.0 


Brain (cerebellum) 


0.0 


Lung 


1 0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Rrain ( substantia nipra^ 


0.0 


Lung ca, (small cell) 
LX-1 


0.0 


Rrain fthalamus^ 


25 9 


Lung ca. (small cell) 
NCI-H69 


0.0 




0 0 


Lung ca. (s.cell var.) 
SHP-77 


00 




0 0 


Lung ca. (large 
ceIl)NCI-H460 


0.0 


fflio/astro U87-MG 


00 


Lung ca. (non-sm. 
cell) A549 


0.0 


glio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 
NCI-H23 


28.1 

" '<raf irrjmr -1 T~ ■ ~ "~ • — ^ 


astrocytoma SW1783 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


neuro*; met SK-N-AS 

■ 


■ 

0.0 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW 900 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 


glioma SNB-19 


18.6 


Mammary gland 


0.0 
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glioma U25 1 1 


0.0 

B a~a 


Breast ca.* (pl.ef) 

MPF 7 

" ■ -■ ■ 1 


0.0 

- - 


, s 

glioma SF-295 


0.0 


oreast ca. ^pi.ci^ ] 

MDA-MB-231 


0.0 

^ = > — 


Heart (Fetal) 


0.0 


Breast ca * fnl. eft 
T47D 


0.0 


ncal I 1 


0 0 


Breast ca BT-549 


0.0 


Skeletal muscle (Fetal) 


0.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


U.U 


'■"■■"""'^ 

uvary 


0 0 


„■■„. ■■, .1 i..„....ir......i , " ' 

Bone marrow 


0.0 


Ovarian ca. 

UVV^/\Jtv-j 


0.0 


Thymus 


0.0 


Ovarian ca. 

fW TC^ KX> A 


0.0 


Spleen 


100.0 

" " — ' ""' " '"" """ =■ 


Ovarian ca. 

U VCAK-J 


0.0 


Lymph node 


0.0 


Ovarian ca. 

UVCAK-o 


0.0 


Colorectal 


0.0 


uvanan ca. iiaKU v - 
1 


0.0 


Stomach 


0.0 


Ovarian ca. (ascites) 
SK-OV-3 

. i 


66.4 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


0.0 

■ - „ - - , ssai 


rlacenta 

^ 


U.U 


Colon ca.* SW620 
(SW480 met) 


0.0 


Prostate 


0.0 

1 fi r. ■ — a s 1 


Colon ca. HT29 


0.0 

.B.-M-nffn — — " ■ " ■■ " — — 


Prostate ca.* (bone 
met) PC-3 


0.0 


Colon ca. HCT- 116 i 


0.0 


Testis 


U.U 


• ~. - - ' ----- - — 

Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 


r.r 71... 1 n./s... irr r r,.t..T ~ ~i ■ 

CC Well to Mod Diff 
(OD03866) 


I-* ■*— - ^^^^.^ i. - . »»m»mj»LjB 

0.0 

— - — ' — " ■■ 


Melanoma* (met) 
Hs688(B).T 


0.0 


Colon ca. HCC-2998 


0.0 


Melanoma UACC-62 


U.U 


_=< = = = s-a 

Gastric ca. (liver met) 
NCI-N87 


0.0 


Melanoma M14 


0.0 

, , -■ 


Bladder 


0.0 


ivieianomd i^wyv 

IMVI 


0.0 

1 ■ — ■ ' ^ 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 



Table AAD. Panel 2.2 



385 



Tissue Name 


Rel. Exp.(%) 
Agl732,Run 
173761943 ; 

,. .... „ ,- / 


Rel. Exp.(%) 
Agl833, Run 
174229569 


mil 

Tissue Name 


Rel. Exp.(%) 
Agl732, Run 
173761943 


Rel. Exp.(%) 
Agl833, Run 


Normal Colon 


0.0 


0.0 


Kidney Margin 
(OD04348) 


0.0 


0.0 


Colon cancer 
(OD06064) 


0.0 


0.0 


Kidney 
malignant 
cancer 
(OD06204B) 


0.0 


0.0 


i 

: 

Colon Margin 
(OD06064) 


0.0 


0.0 


Kidney normal 
adjacent tissue 

(UL)UuZU4Jbj 


0.0 


0.0 


Colon cancer 
(OD06159) 


0.0 


0.0 


Kidney Cancer 

(OD0445U-Ui) 


0.0 


0.0 


Colon Margin f ^ ^ 

(OD06159) 1 


0.0 


Kidney Margin 
(OD04450-03) 


0.0 


0.0 


1 i 

Colon cancer | ^ ^ 
(OD06297-04) \ 


0.0 


Kidney Cancer 
8120613 


0.0 


0.0 

— , 


Colon Margin 
(OD06297-015)^ 


0.0 


0.0 


Kidney Margin 1 „ „ 
8120614 1 


0.0 


CC Gr.2 ascend 
colon 

(OD03921) 


0.0 


0.0 


Kidney Cancer 
9010320 


0.0 


0.0 


CC Margin 
(OD03921) 


0.0 


0.0 


Kidney Margin 
9010321 


0.0 


0.0 


Colon cancer 

metastasis 

(OD06104) 


0.0 


0.0 


Kidney Cancer 
8120607 


0.0 


0.0 


Lung Margin 
(OD06104) 


1 0.0 


0.0 

, 


Kidney Margin 
8120608 


0.0 


0.0 


Colon mets to 

lung(OD04451- 

01) 


0.0 


0.0 

nr rrm-minrrrni-i- rTT - ^ 


Normal Uterus 


0.0 


o.u 


Lung Margin 
(OD04451-02) 


0.0 


0.0 

^,„,„,^^. „ J 


Uterine Cancer 
064011 


0.0 


0.0 


Normal Prostate 


0.0 


0.0 


Normal Thyroid i 


0.0 


0.0 


Prostate Cancer 
(OD04410) 


i — — 1 

3.2 


0.0 


Thyroid Cancer i 


0.0 


0.0 


Prostate Margin 
(OD04410) 


0.0 


0.0 


Thyroid Cancer 
A302152 


0.0 


0.0 


Normal Ovary 1 0.0 

-} J 


0.0 


Thyroid Margin 
A302153 


0.0 


0.0 


■■ ■ > ■ — >^ 

Ovarian cancer ; 

(OD06283-03) 


0.0 


0.0 


Normal Breast 

, „ , ., . i 


0.0 

J 


0.0 


Ovarian Margin 


0.0 

-J 


38.4 

1 


Breast Cancer 

; 


16.7 1 


0.0 
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(OD06283-07) ; 








' 




a Ill 11 ill.,/, .iiitiifi*..^..^*..— .till Jf'i*"- 

Ovarian Cancer 


100.0 


100.0 


Breast Cancer 


12.2 


0.0 


Ovarian cancer ; 
(OD06145) 1 


0.0 

...... J 'i 


0.0 


Breast Cancer 
(OD04590-01) 


0.0 


0.0 


Ovarian Margin ; 

(OD06145) 

1 


0.0 


0.0 

as — s s — s: s — i 


Breast Cancer 
Mets 

//^F\r^yi<on c\'x\ 


0.0 


0.0 


Ovarian cancer 
(OD06455-03) 


— =~= — — - - 

0.0 


0.0 


Breast Cancer 1 
Metastasis 


0.0 

■ 


0.0 


Ovarian Margin \ 
(OD06455-07) | 


0.0 

.,.! 


0.0 


Breast Cancer 


0.0 


0.0 


Normal Lung 


0.0 

1 


0.0 


Breast Cancer 
9100266 


0.0 


0.0 


Invasive poor 
diff lung adeno 
(ODO4945-01 


0.0 


0.0 

: 


Breast Margin 
9100265 

■ 


0.0 


0.0 


■—"^ " 1 

Lung Margin 

(ODO4945-03) 


0.0 


0.0 


Breast Cancer 
A209073 


1 0.0 


0.0 


'■ : 

Lung Malignant ; 
Cancer 

(OD03126) ? 


; T ; 

; 

12.8 

^ i 
1 .1 


0.0 

■ 

■ 

. J ..J 


Breast Margin 
A2090734 


0.0 


0.0 


Lung Margin 
(OD03126) 


. — — — . 

0.0 


0.0 


Breast cancer 
(OD06083) 


0.0 


0.0 


Lung Cancer 

(OD05014A) 


1 

0.0 


0.0 


Breast cancer 
node metastasis 
(OD06083) j 


0.0 

J 


0.0 


Lung Margin 
(OD05014B) 


0.0 

! 


0.0 


Normal Liver 


0.0 


0.0 


Lung cancer 
(OD06081) 


0.0 


0.0 


Liver Cancer 
1026 


0.0 


0.0 


Lung Margin 
(OD06081) 


0.0 


0.0 


Liver Cancer 
1025 


2.8 


0.0 


Lung Cancer 

(OD04237-01) 


0.0 


0.0 

■ , —.n.-.- 1^ 


Liver Cancer 
6004-T 


0.0 


0.0 

. ■t~-f.- — ~~- ..■■tin 


Lung Margin 
(OD04237-02) 


1 0.0 


0.0 


Liver Tissue 
6004-N 


0.0 


0.0 


^ ^ ^ .V >.. J. 

Ocular Mel Met 
to Liver 

(ODO4310) 


0.0 


0.0 


Liver Cancer 
6005-T 


1 0.0 


0.0 


Liver Margin 
(ODO4310) 


niir«ii»t,i<imKn(inir m»iiminwiit<wwit,iiiiiimf rr 

0.0 


0.0 


jLiver 1 issue 
6005-N 


0.0 


0.0 


Melanoma 
Metastasis 


0.0 


0.0 


Liver Cancer 


1 0.0 

1 


0.0 


Lung Margin 


1 0.0 


0.0 


Normal Bladder 


\ 0.0 


0.0 
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/r\T^f\A 111 \ 
(UiJU4jZij 


■ 








Normal Kidney 


0.0 


: 

0.0 1 


Bladder Cancer \ 


0.0 


0.0 


Kidney Ca, 
Nuclear grade 2 i 
(OD04338) 


2.2 


0.0 

i 


Bladder Cancer \ 


0.0 


0.0 


Kidney Margin ; 
(OD04338) 


0.0 


0.0 


Normal 
Stomach 


0.0 

:jal=tv= •■ ,.T,,, - •■, 


0.0 

• . ~ ~ i 


Kidney Ca 
Nuclear grade 
1/2(OD04339) 


0.0 


0.0 


Gastric Cancer 
9060397 

1 


0.0 


0.0 


Kidney Margin 
(OD04339) 


0.0 


0.0 


Stomach 

Margin 

9060396 


0.0 


0.0 


Kidney Ca, 
Clear cell type 
(OD04340) 


0.0 


■ 

0.0 


Gastric Cancer 
9060395 


21.8 


0,0 


— ' . 

Kidney Margin i 
(OD04340) 


\ i 

\ 

1 0-0 

i ' 


0.0 


Stomach 

Margin 

9060394 


A A 

0.0 


o.u 


Kidney Ca, 
Nuclear grade 3 
(OD04348) 


0.0 

; 
[ 


0.0 


i ' 

Gastric Cancer 
064005 


; 

0.0 


0.0 



Table AAE. Panel 4D 



^ _ — 

Tissue Name 


Rel. Exp.(%) 
Agl833, Run 
165824840 


Tissue Name 

•',n,^.t.,.jrj:j!r.,.r, -r — 


Rel. Exp.(%) 
Agl833, Run 
165824840 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 

■irTinrmtf mifnr ii rrir»ii.iiiidtwinrfr-m Ti r-giWifTwrnrmirri.iii viiiij..j..«fia...i<«iait^ 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 j 


1 0.0 


Secondary Th2 rest 


0.0 


HUVEC IL- 11 


1 0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


2.9 
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Primary Th2 rest 


0.0 


Small airway epithelium 
nun(^ 


0.0 




Primaiy Trl rest 


0.0 


Small airway epithelium 

1 iNr aipna ^ IJL- i Ucla 


0.0 

— _^ — . 




CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 

.r.,.^.aji a .r.r 1 . r im..ri...- m, - - 


0.0 




CD45RO CD4 
lymphocyte act 


0.0 


v^oronery artery oiVi\^ 
TNFalpha + IL-lbeta 


0.0 




CDo lympnocyte act 




/\SLrocyieb rebi 


0 0 


■ 


=_i a_a — s s = . 

Secondary CDS 
lymphocyte rest 


0.0 

- - T- - , =_a 


Astrocytes TNFalpha + 


0.0 

B,...B„r r.a s ; 




Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 




CD4 lymphocj^e none 


0.0 


KU-812 (Basophil) 

r M A/ lonomycin 


0.0 




2ry Thl/Th2/Trl_anti- ; 
PHQ^CHll ^ 


0.0 


v-.i^jj 1 1 uo ^Jveraunocy les ) \ 
none 


0.0 


'wm H^H 


LAK cells rest 


2.6 


CCD 1 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 


iFc H 




11 7 


Liver cirrhosis 


100.0 




LAK cells IL-2+IL- 12 


1.9 


Lupus kidney 


0.0 




T A 11 TT ^ t TT7XT 

LAK cells IL-2+IFN 

^alllllld. 


0.0 


NCI-H292 none 


0.0 




T Al^ ppUq n -94- TT -1 R 


0 0 


Nri-H292 IL-4 


0 0 




PMA/ionomycin 


0.0 

- - - -J 


NCI-H292 IL-9 


0.0 






0 0 

:.. a. r....r. . s.....,t.:. ,r...v-__s_a :U 


NCI-H292 IL-13 


00 




Tmut^ ^A/siv AAT T? ^ H?iv 


2 7 


NCI-H292 IFN samma i 


0 0 




Two Way MLR 5 day 


0.0 

Bum t •»■ - •i......mm,«,.i;iii.>iw. .H' . .ir , .iw — i-i-iwr.,- 


HPAEC none 


0.0 




Two Way MLR 7 day 


1.4 


Hr ALL liMr aipna + IL-I i 

-, , ^ .y... — mwrnifiT 1 -imr 


1 0.0 




Jrr>iViV_. re Si 


u.v/ 


T iino" fiT>mT^la<;t nnnf* 


0 0 




PBMC PWM 


0.0 


Lung fibroblast TNF alpha; 
+ IL-1 beta 


0.0 




PBMC PHA-L 


0.0 


Lung fibroblast IL-4 

' " - Sli ± 


0.0 

■ ■ ■ I^A-' 




Ramos (B cell) none 


U.U 


Lung iiDroDiast iL-y 


n A 
U.U 




Ramos (B cell) 
lonomycm 


0.0 


Lung fibroblast IL- 1 3 


0.0 

i ^ » — * — — — 




B lymphocytes PWM 


0.0 


JLUng ilDruUXabl IT IN 

gamma 


0.0 




B lymphocytes CD40L 

and IL-4 


10.3 


Dermal fibroblast 
CCD 1070 rest 


0.0 




EOL-1 dbcAMP 


0.0 


Dermal fibroblast 


12.5 
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\^L/iyiu/u iiNr aipna 




EOL-1 doc AMP 


0.0 


Dermal tibroDiasi 


0.0 


PMA/ionomycin 


CCD 1070 IL-I beta 


Dendritic cells none 


0.0 

I. " 1 1 ""ii" 1* 


Dermai riuroulast IrJN 


0.0 




00 


Dermal fibroblast IL-4 

■1 v ,«.>......W...M. 1 1 HI. .1.1 


0 0 


CD40 


0.0 


IBD Colitis 2 


0.9 


Monocytes rest 


0.0 


IBD Crohn's 


0.0 


Monocytes LPS 


0.0 


Colon 


0.0 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


1.3 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 

-i 







Panel 13D Summary: Agl833 Expression of the GMAP002345_^C gene is highest (CT = 
33.9) in the spleen, an important site of secondary immune responses. Therefore, antibodies 
or small molecule therapeutics that block the fiinction of this GPCR may be useful as anti- 
inflammatory therapeutics for the treatment of allergies, autoimmune diseases, and 
inflammatory diseases. In addition, low but significant expression of this gene is also 
detected in an ovarian cancer cell line (CT = 34.5). Agl732 Data from a second experiment 
with Agl732 is not included because the amp plot suggests that there were experimental 
difficulties with this run. 

Panel 2.2 Summary: Agl732/Agl833 Results from two experiments using an identical 
probe/primer set are very comparable. Significant expression of the GMAP002345_C gene is 
limited to a single ovarian cancer sample in this panel. These results are consistent with what 
was seen in Panel 1 .3D. Therefore, expression of this gene may be used to distinguish ovarian 
cancers from the other samples on this panel. Furthermore, therapeutic modulation of the 
GPCR encoded by this gene, using small molecule drugs or antibodies, may be beneficial in 
the treatment of ovarian cancer. 

Panel 4D Summary: Agl833 Significant expression of the GMAP002345_C gene is 
detected in a liver cirrhosis sample (CT = 32.5). Furthermore, expression of this gene is not 
detected in normal liver in Panel L3D, suggesting that its expression is unique to liver 
cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
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antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 
Agl732 Expression of this gene is low/undetectable (CTs > 35) across all of the samples on 
this panel (data not shown). 



5 AB, GMAP002345_A: GPCR 

Expression of gene GMAP002345_A was assessed using the primer-probe sets 
Agl730 and Agl830, described in Tables ABA and ABB. Results of the RTQ-PCR runs are 
shown in Tables ABC and ABD. 



Table ABA . Probe Name Agl730 



Primers 


Sequences 


Length 

,^ i 


Start 
Position 


SEQ 
ID NO: 


Forward 


5 ' -tgatcctgatggactcttgtct-3 • 


22 


146 


' 342 


. w " ■ 

Probe 


TET-5 ' -ttcctcagtaacctgtctctggtgga-3 ' - 

TAMRA 


26 


187 


1 343 




Reverse 


5 ' -agtgacagctgaggagtatcca-3 ' 


22 


216 


i 344 



10 Table ABB . Probe Name Agl 830 



..1 in.......l.i 

Primers 


Sequences 


Length 


Start 
Position 


SEQ 
roNO: 

- 


Forward. 


5 ' -gacaaaatggcatctgtgttct-3 ' 


22 


814 


345 


Probe 


TET-5 ' -ctatgatcatccccatgctgaaccct-3 ' - 
TAMRA 


26 


839 


346 

— — — 


icffstjsstaatssestiSswrif'ri^ fact, 

Reverse 


5 ' -tgaatgcattctggacttctct-3 ' 


22 


886 1 


1 347 



Table ABC. Panel 2.2 



r j 

Tissue Name 


Rel. Exp.(%) 
Agl730, Run 
173761867 


Tissue Name 


Rel. Exp.(%) 
Agl 730, Run 
173761867 


Normal Colon 


0.0 


Kidney Margin 
(OD04348) 


0.0 


Colon cancer 
(OD06064) 


4.8 


Kidney malignant 
cancer (OD06204B) 


0.0 


Colon Margin 
|(OD06064) 


0.0 


Kidney normal adjacent 

tissue (OD06204E) 


0.0 


jColon cancer 

|(OD06159) 


0.0 


Kidney Cancer 
(OD04450-01) 


0.0 

- 
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Colon Margin 
((JUUol jyj 


0.0 


Kidney Margin 


0.0 


Colon cancer 


0.0 


Kidney Cancer 


0.0 


— .~.~~.~.~xt ~ 

Colon Margin 
(0006297-015) 


0.0 


Kidney Margin 

— = - 11 - . -.- ' "\ 


0.0 


CC Gr,2 ascend colon 
(OD03921) 


0.0 


Kidney Cancer 
onini9n 


0.0 


CC Margin (OD03921) \ 


0.0 

■ 


Kidney Margin 
Qmni9i 

1 1 ' 


0.0 


: ; 

Colon cancer metastasis 
(OD06104) 


0.0 


Kidney Cancer 

O 1 ZUOU / 

-< i-j — \ 


0.0 


Lung Margin 
(OD06104) 


0.0 


Kidney Margin 

O 1 ZUOUo 


5.3 


Colon mets to lung 
(OD04451-01) 


6.6 


Normal Uterus 


0.0 


' — *— ' 

Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 064011 


0.0 


Normal Prostate 


U.U 


iNoniiai inyroiu 


n n 


Prostate Cancer 
(OD04410) 


0.0 


Thyroid Cancer 


0.0 


Prostate Margin 

/"i^TXA AAA A\ 

(OD04410) 


0.0 

» \ 


Thyroid Cancer 

A-JUZIDZ 


0.0 


Normal Ovary 


0.0 


Thyroid Margin 


0.0 


Ovanan cancer 
(OD06283-03) : 


0.0 


Normal Breast 


1.5 

• 


■ 1 

Ovanan Margin 
(OD06283-07) 


0.0 ! 


Breast Cancer 


6.7 


Ovanan Cancer 


100.0 


isreast cancer 

' , f ,. T 


1 / .u 


Ovarian cancer 
(OD06145) 


0.0 


Breast Cancer 


0.0 

i ^ ^ — 


Ovarian Margin 
(OD06145) 


0.0 


Breast Cancer Mets 
(UL)04jy0-0i) 


0.0 


Ovanan cancer 
(OD06455-03) 


0.0 


Breast Cancer 
Metastasis 


0.0 


Ovanan Margin 
(OD06455-07) 


0.0 


Breast Cancer 


0.0 


'V T "IT 

Normal Lung 


A A 

0.0 


Breast Cancer yiUUzoo 


U.U 


invasive poor aiii. lung 

adeno (ODO4945-01 


0.0 


Breast Margin 9100265 


0.0 


Lung Margin 
(ODO4945-03) 


0.0 


Breast Cancer A209073 


0.0 


Lung Malignant Cancer 


0.0 


Breast Margin 


0.0 
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((JUUilZO) 








Lung Margin 
(UDOilzo) 


0.0 


Breast cancer 

{\J1J\J\J\JGJ ) 


22.4 


Lung Cancer 
(OD05014A) 

oi 


0.0 


oreasi cancer nooe 
metastasis (OD06083) 


7.3 


Lung Margin 
(OD05014B) 


0.0 

- . .. ' — £ — ■• .r, 1 ^ ivff..— 


Normal Liver 


6.7 

fill" lit ..rTffi..t.. .ft— .......J-A...— ...jft: 


Lung cancer (ODOoOo 1 ) 


A A 


L.iver uancer luzo 




Lung Margin 
(OD06081) 


0.0 


Liver Cancer 1025 


15.7 


Lung Cancer 
(OD04237-01) 


0.0 


Liver Cancer 6004-T 

' rmm n fflim.rmir tt mj* , jrim.mim..mi.tii..CTni»n ffiiTHm<iM..i»iM'n«m'i. urn, in 


0.0 


Lung Margin 
(OD04237-02) ^ 


0.0 


Liver Tissue 6004-N 


0.0 


Ocular Mel Met to Liver 
(ODO4310) 


0.0 


Liver Cancer 6005-T 


0.0 


Liver Margin 


9.3 


Liver Tissue 6005-N 


0.0 


Melanoma Metastasis 


0.0 


Liver Cancer 


0.0 


Lung Margin 
(OD04321) 


0.0 


Normal Bladder 

— — II t ..1 — i 


0.0 


Normal Kidney 


A A 

0.0 


Biadaer Cancer 


A A 

U.U 

i.,...m.»i.ji.mii;iin]iiiimifr;;iirri~^ ~~- t.^r^. , ,i7.ff.:r!.r;..rr.-titmr!rrrrrarrrtii 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


0.0 


Bladder Cancer 


0.0 


Kidney Margin 
(OD04338) 


0.0 


Normal Stomach 


0.0 




Kidney Ca Nuclear 

grade 1/2 (OD04339) 


0.0 


Gastric Cancer 


0.0 


Kidney Margin 
(OD04339) 


0.0 


Stomach Margin 

AA/TAO A/T 

9060396 


0.0 


Kidney Ca, Clear cell 
type (OD04340) 


0.0 


Gastric Cancer 

9060395 


28.1 

1 n 1 ■ ■ ■ • ■ ■ • 


' 

Kidney Margin 
(OD04340) 


0.0 


Stomach Margin 
9060394 


0.0 


' — ' — ■ — ~f 

Kidney Ca, Nuclear | ^ „ 
grade 3 (OD04348) 


Gastric Cancer 064005 


0.0 

.nM i'ta-m i. ii ir r<.ii.».iM i.i ■ ii I ill lim*«<.<i<li-..li-— 


Table ABD. Panel 4D 


Tissue Name j 


Rel. Exp.(%) 
Agl830, Run 
165810392 


Tissue Name 


Rel. Exp.(%) 
Agl830, Run 
165810392 


Secondary Thl act | 


3.3 I 


lUVEC IL-lbeta 


0.0 


Secondary Th2 act j 


9.5 I 


lUVEC IFN gamma 


0.0 
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Secondary Trl act 


2.1 


HUVEC TNF alpha + EFN. 
sarnma 


0.0 

= ^ = 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 ; 


0.0 


Secondary Th2 rest 




xlU y rX^ IJL-i 1 


0 0 


Secondary Trl rest 


3.9 


Lung Microvascular EC 
none 


13.6 


Primary Thl act 


0.0 


Lung Microvascular EC 
1 jNraipna + iL-iDeia i 


9.2 


Primary Th2 act 


0.0 


Microvascular Dermal EC 

none 


44.4 


Primary Trl act 


2.2 


Microsvasular Dermal EC 
1 JN r aipna + IJL- 1 Dcia 


11.2 


Primary Thl rest 


9.5 


Bronchial epithelium 
1 JNraipna iLi oeia 


4.2 


Primary Th2 rest 


2.4 


Small airway epithelium 
none 


3.5 


Primary Trl rest 


0.7 


Small airway epithelium 
1 JN r aipna + IJL- 1 oeia 


0.0 


"' ■ " 

CD45RA CD4 

lymphocyte act 


2.9 

■ 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery ojvic 
TNFalpha + IL-lbeta 


0.0 


CD8 lymphocyte act 


1 4.6 


Astroc5a;es rest 




Secondary CDS 
lymphocyte rest 


5.3 


Astrocytes TNFalpha + 

TT 1 Ka-f-n 

IL- 1 beta 


0.0 


Secondary CDS 
lymphocyte act 


5.5 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


4.7 

L-- ' — ■ »*-« 


KU-812 (Basophil) 
PMA/ionomycin 

- . ■ - , _ 


0.0 


.1 J J. ,,.n^...Lni- - -1- ' - - -'^ • t. . 

2ry Thl/Th2/Trl_anti- 


1 1 

5.2 


CCDl 106 (Keratmocytesj 


0.0 


LAK cells rest 


! 3.8 


CCDl 106 (Keratinocytes) \ 
TNFalnha + IL- 1 beta 

^ J.,...m.m.,.m.^ 


3.3 


T AlC celk TT -2 

J^/^lV L/CliO XjL>^ 


i 113 


Liver cirrhosis 

Y ^^X \^XXX 


100.0 

L....^*^^^>rt6..M»>— ...I r r IT ii,f|.ir ... 1 ml A.. 1 


LAK cells IL-2+IL- 12 


i 3.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


8.7 


NCI-H292 none 


0.0 


l_r/\Jv CClio 1JL/~Z- > 11^- lO 


10 7 


NrT-H292 TL-4 


00 


LAK cells 
PMA/ionomycin 


9.2 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


1 0.0 


NC1-H292 IL-13 


0.0 


Two Way MLR 3 day 


18.6 


NCI-H292 IFN gamma 


0.0 

■ ..I.! 


Two Way MLR 5 day 


1 0.0 


HPAEC none 


0.0 
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Two Way MLR 7 day 


4.4 


WPAPr" TMPc olnTiQ 4- TT -1 

rirJ\i^K^ 1 IN r aipna * ajl- i 
beta 


3.5 i 




3 5 


Lune fibroblast none 


0.0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 




16.6 

-.»»ii.-..-~ ' II Ti 11 fl 


PBMC PHA-L 


4.7 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


A A 


Lung iiDrODiasi iJo-y 




Ramos (B cell) 
lonomycm 


0.0 


Lung fibroblast IL- 1 3 


0.0 


B lymphocytes PWM 


mur m., «^ 

2.9 


Lung fibroblast IFN 
gamma 


0.0 


1 1 11 nin t 1-1 VM -r-il--ii- ri 1 mi ■'" t ^, y..-.-^,,. . 

B lymphocytes CD40L 

J TT A 

and IL-4 


5.0 


Dermal fibroblast 
v^L^L'iu /U rest 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 
\^UiJiu/u iiNr aipna 


7.8 


EOL-l dbcAMP 
PMA/ionomycin 


21.9 


Dermal fibroblast 
CCD 1070 IL-1 beta 


3.3 


Dendritic cells none 


3.9 


1 -.4. T"CXT 

Dermal ribroolast irJN 


0.0 


r> - ■.■m7iMi...B a.nrtiiirm.-i iT b " a f.. 

jL/cnuriLit' t/Ciio L^ro 


8 6 


Dermal fibroblast IL-4 


3.9 

" • ° — ■'■■^^ — -=— ""^ — "-■ — ' 


CD40 


^ . — — ^ 

4.1 


IBD Colitis 2 


36.6 


Monocytes rest 


0.0 


IBD Crohn's i 


2.5 


SUM B.ri. n.i r .n : 

Monocytes LPS 


9.8 


Colon 


6.3 


Macrophages rest 


0.0 


Lung 


2.5 


Macrophages LPS 


0.0 


1 Thymus 


4.2 


HUVEC none 


0.0 


Kidney 


9.9 


HUVEC starved 


0.0 







Panel 1.3D Summary: Agl730 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 



Panel 12 Summary: Agl730 Significant expression of the GMAP002345_A gene is seen 
exclusively in an ovarian cancer sample (CT = 33.1). Therefore, expression of this gene may 
be used to distinguish ovarian cancers firom the other samples on this panel. Furthermore, 
therapeutic modulation of the activity of the GPCR encoded by this gene may be beneficial in 
the treatment of ovarian cancer. 

Panel 4D Summary: Agl830 Highest expression of the GMAP002345_A gene is seen in 
liver cirrhosis (CT=32.7). Furthermore, no expression in normal liver is seen in Panel 1.3D, 
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suggesting that its expression is unique to liver cirrhosis. This gene encodes a putative 
GPCR; therefore, antibodies or small molecule therapeutics could reduce or inhibit fibrosis 
that occurs in liver cirrhosis. In addition, antibodies to this putative GPCR could also be used 
for the diagnosis of Uver cirrhosis. 

Low but significant expression is also seen in a sample derived from a patient with 
IBD colitis, but not in normal colon. This observation suggests that the protein encoded by 
this gene may be involved in the inflammatory bowel disease process. Therefore, therapeutic 
modulation of the expression or function of this gene product could potentially be useful in 
treating the symptoms of this disease. Agl730 Expression of this gene is low/undetectable 
(CTs > 35) across all of the samples on this panel (data not shown). 

AC GMAP001524_B: GPCR 

Expression of gene GMAP001524_B was assessed using the primer-probe sets 
Ag2226, Ag2384 and Agl 828, described in Tables ACA, ACB and ACC. Results of the 
RTQ-PCR runs are shown in Tables ACD and ACE. 

Table ACA . Probe Name Ag2226 



Primers 


r ■n.rr.rr, .n r.n.» , «, ■ nr. nr , „,,«,,» n,M.j 

Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward 


5 ' -ggaaagtgtcctccctgttcta-3 ' \ 


22 ■ 


857 

. 


348 


Probe 


TET-5 ' -ccataatagtccccgtgttaaaccca-3 ' -TAMRA; 


26 j 


881 


349 


Reverse 


5 * -ctttgacatccttgttcctcaa-3 ' 


22 

.„ 


919 


350 


Table ACB. Probe Name Ae2384 


Primers 


Sequences 


Length 


Start Position 


SEQ ID 

NO: 


Forward 


5 ' -ggaaagtgtcctccctgttcta-3 • 


1 22 


857 


351 


Probe 


TET-5 ' -ccataatagtccccgtgttaaaccca-3 ' -TAMRA 


1 26 


881 


352 


Reverse 


5 ' -ctttgacatccttgttcctcaa-3 * 


1 22 


919 


353 


Table ACC. Probe Name Agl 828 


i i 

Primers Sequences 

1 - 


Length 


Start PositionI 


SEQ ID 
NO: 
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Forward 


5 ' -cctctccagcattctacacaac-3 ' 


22 ! 


708 


1 354 


Probe 


TET-5' -tctacagaaggcaggtccaaagcctt-3 ' -TAMRA 


26 : 


733 


j 355 


Reverse 


5 ' -caattatgtgggaactgcaagt-3 ' 


22 ; 


763 


j 356 



Table ACD. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) Ag2384, 
Run 165629298 


1 issue IName 


Rel. Exp.(%) Ag2384, 
Run 165629298 


Liver adenocarcinoma \ 


10.5 


Kidney (fetal) 


9.5 


Pancreas 


1.3 


Renal ca. 786-0 


2.9 

iiiin .riiif Tff-ifini HI imii infinn-infimm — ' — --— ~ 


Pancreatic ca. CAP AN : 
2 


3.7 


Renal ca. A498 


J.U 


Adrenal gland 


5.8 


Renal ca. RXF 393 


8.6 


Thyroid 


23.7 


Renal ca. ACHN 

1 


6.1 


Salivary gland 


4.6 

■ ~f • ■,7r.i.-i,-ir.jii'i.....'ff..'W, .» .i8ii...t....— — 


Renal ca.UO-31 


2.3 


rituitary giana 


^ .u 




1 9 


Brain (fetal) 


7.6 


Liver 


1.3 


Brain (whole) 


2.4 


Liver (fetal) 


5.3 


Brain famyedala) 


7.6 


Liver ca. 1 
(hepatoblast) HepG2 


0.1 

- - J 


Brain (cerebellum) 


1-1 


Lung 


17.9 


Brain (hippocampus) 


III! 1 in I t 1 -irmr ■nn--oi[ - ■" — - 

6.2 


Lung (fetal) 


15.0 


r>ram ^^suDSianiia nigrd ) 




Lung ca. (small cell) 
LX-1 


2.3 


oram ^inaiamusj 


*T.O 


Lung ca. (small cell) 
NCI-H69 


0.1 


uercDrai ^^orcex 




Lung ca. (s.cell var.) - „ 
SHP-77 

^- .- ~> > « „ ,.^_.-„. .~w, ^ ft t KUS.; 


opmai coru 

■ 




Lung ca. (large 
cell)NCI-H460 


4.8 


giio/asiro Uoz-Mij 


1 S 


Lung ca. (non-sm. 
cell) A549 


1.5 


glio/astroU-118-MG 


4.2 


Lung ca. (non-s.cell) 
NCI-H23 


3.1 


astrocytoma SW1783 


0.1 


Lung ca. (non-s.cell) 
HOP-62 


3.9 


neuro*;met SK-N-AS 


..^ - .„„,.,..„,... — ^ 

4.0 


Lung ca. (non-s.cl) 
NCI-H522 


1 1.8 


astrocytoma SF-539 


3.5 


Lung ca. (squam.) 
SW 900 


9.3 


astrocytoma SNB-75 


12.1 


Lung ca. (squam.) 
NCI-H596 


0.0 


Glioma SNB-19 


8.3 

n, < 


Mammary gland 


15.4 
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Glioma U25 1 


3.8 


Breast ca.* (pl.ef) 

iViL.r - / 


7.1 

., f™ s_s . u. = = =- 


: = = 

Glioma SF-295 


5.2 


r>reasi ca. (^pi.ei^ 
MDA-MB-23 1 


12.5 

- .n..m,^...n,a,.,„m.,^ - n....fJi... 


Heart (Fetal) 


15.5 


Breast ca.* foL ef) 
T47D 


1.8 




20 6 

- «^ - , , - — " 1-n rrfr,.., -i £ 


Breast ca BT-549 


2.4 

„ 


Skeletal muscle (Fetal) \ 


8.0 


Breast ca. MDA-N 


0.7 


Skeletal muscle 


1 J./ 


uvary 




Bone marrow 


1-1 


Ovarian ca, 

UVUAKo 


0.7 


Thymus 


2.2 


Ovarian ca. 

vJVCAK-4 


4.4 


H 

Spleen 


11.0 


Ovarian ca. 

\J V C AK-D 


4.4 




Lymph node 


21.3 


Ovarian ca, 

CWJC^ ADC 

U VCAK-o 


0.6 


Colorectal 


5.4 


Uvanan ca, lOKUV- 
1 


0.6 


Stomach 


19.2 


Ovarian ca. (ascites) 
SK-OV-3 


1.2 


Small intestine 


60.7 


Uterus 


100.0 


Colon ca. SW480 


U.o 


Placenta 


4.3 


Colon ca.* SW620 
(SW480 met) 


0.4 

*■ - — -re ~ . 


Prostate 


8.1 


Colon ca. HT29 ' 


0.3 


Prostate ca.* (bone 
met) PC-3 


3.2 


Colonca. HCT-116 


5.3 


iestis 




Colon ca. CaCo-2 


1.3 


Melanoma 
Hs688(A).T 


0.6 


CC Well to Mod Diff i 
(OD03866) \ 


2.5 


Melanoma* (met) 

Hs688(B).T 


0.2 


Colon ca. HCC-2998 


2.1 


Melanoma UACC-oz 


V.y 


Gastric ca. (liver met) : 
NCI-N87 


6.4 


Melanoma M14 


5.3 

... 


Bladder 


2.5 


ivieianoma jlvj^v 
IMVI 


1.6 


Trachea 


24.5 


Melanoma* (met) 
SK-MEL-5 


1.8 

i 


Kidney 


2.2 


Adipose 


7.2 



Table ACE. Panel 4D 
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Tissue Name 

II r 1 I 1 ri ii^ 


Rel. 

Exp.(%) 
Agl828, i 

Kun 
165810353 


Rel. 

Exp.(%) ; 
Ag2384, 

iviin 
162321123 


Tissue Name 


Rel. 

Exp.(%) 
Agl828, 

Pun 

165810353 


ReL 

Exp.(%) 
Ag2384, 

Run 

162321123 


Secondary Thl act 1 


0.0 


10.9 

: 


HUVEC IL-lbeta 


0.0 


4.8 


Secondary Th2 act 


0.0 


14.7 


HUVEC IFN 
gamma 


0.0 


15.6 


Secondary Trl act 


A A 

y.u 


1 i.D 

■ 


HUVEC TNF 
aipna iriN 
gamma 






»—« i 

Secondary Thl rest 


0.0 


■■ 

6.6 


HUVEC TNF 
aipna ^ \xj\ 


0.0 


24.8 


■ 

Secondary Th2 rest 


0.0 


12.9 


HUVEC IL- 11 


0.0 


14.0 

„ ' 


Secondary Trl rest 


0.0 


8.4 

] 
■ 


Lung 

Microvascular EC 
none 


0.0 


27.9 


Primary Thl act 


0.0 


; 

: 

8.2 

■ 
■ 
■ 


Lung 

Microvascular EC 
TNFalpha + IL- 
Ibeta 


0.0 


17.7 


Primarv Th9 f\ct 


0 0 


20.3 


Microvascular 
Dermal EC none 


0.0 


22.1 


Primary Trl act 


22.7 

■ 

. ^ 


17.4 


Microsvasular 
Dermal EC 
TNFalpha + IL- 
Ibeta 


0.0 


15.8 


Primary Thl rest 


0.0 


22.7 


Bronchial 

epithelium 
TNFalpha + 
ILlbeta 


0.0 


17.4 


Prima TV Th'? rest 


3 5 


16.0 


Small airway 
epithelium none 


0.0 

„ . . „ - — - . 


7.3 


Primary Trl rest 


0.0 


15.8 


Small airway 
epithelium 
TNFalpha + IL- 
Ibeta 


0.0 


34.6 


CD45RA CD4 
lymphocyte act 


* 

0.0 


19.3 


Coronery artery 
SMC rest 


0.0 


81.8 


CD45RO CD4 
lymphocyte act 


u.u 

. . .. . 


o.o 

— — — 


Coronery artery 
IL-lbeta 


0 0 


41 8 


CDS lymphocyte 
act 


0.0 


9.0 


Astrocytes rest 

i , t t,T-.,.„. 


0.0 


34.2 


Secondary CDS 


1 0.0 


7.9 i 


Astrocytes 


0.0 


26.1 
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' ""' "' 

lymphocyte rest 






TNFalpha + IL- 
Ibeta 

j ^ — ^ 








Secondary CDS 

lymphocyte act 


0.0 


11.2 


KU-812 
(Basophil) rest 


0.0 


13.7 

>*.7..r-. .»....Ba 


■ 


CD4 IvmohocYte 
none 


0.0 


9.2 


KU-812 

(Basophil) 
PMA/ionomycm 


6.9 


35.6 




2ry 






CCD 1106 








Thl/Th2/Trl anti- 


0.0 


14.8 


(Keratinocytes) 


0.0 


19.3 




CD95CHI1 






none 














CCD1106 








LAK cells rest 


0.0 


16.8 


(Keratinocytes) 
iJNraipna ^ ijl- 

Ibeta 


0.0 


23.7 

' ■ 




LAK cells IL-2 


A A 

u.o 




Liver cirrnosis 


lUU.U 


A 1 
^, 1 




LAK cells IL- 
2+IL-12 


0.0 


8.1 


Lupus kidney 


0.0 


3.0 




LAK cells IL- 
2+IFN gamma 


0.0 


9.0 


NCI-H292 none 


0.0 


0.0 




LAK cells 1L-2+ 
IL-18 


0.0 


8.7 


NCI-H292 IL-4 


0.0 


0.0 


m tn< 

;j »; 
•#> (*•»»•. 


LAK cells 

PMA/ionomycin 


0.0 


27.5 


NCI-H292 IL-9 


0.0 


0.0 


' 


NK Cells IL-2 rest 


0.0 


6.9 


NCl-H2y2 IL-li 




U.U 




Two Way MLR 3 

day 


0.0 


6.6 


NCI-H292 IFN 
gamma 


0.0 


0.0 




Two Way MLR 5 
day 


0.0 


r 

7.1 


HPAEC none 


0.0 


9.7 


iU. 1 


Two Way MLR 7 
day 


0.0 


6.2 


HPAEC TNF 
alpha + IL-1 beta 


0.0 


13.2 


I** 


PBMC rest 


0.0 


21.2 

■- ■■■Tr.Wi.iWmwWBBHMt ■Y-Ti ffinr —rr-f 


Lung fibroblast 
none 


0.0 


23.5 




PBMC PWM 


iiiiiiiir ninirr'iiT'"nimiin • 

0.0 


10.7 


Lung fibroblast 
TNF alpha + IL-1 
beta 


0.0 


6.8 




PBMC PHA-L 


0.0 


15.0 


Lung fibroblast 

TT A 

iL-4 


0.0 


61.1 




Ramos (B cell) 
none 


0.0 


0.0 

— — „\ 


Lung fibroblast 

TT n 

iL-y 


0.0 


29.7 

— ~ 




Kamos (Jd cellj 
ionomycin 


0.0 


0.0 


LrUng iioroDiasi 
IL-13 


0.0 


37.4 




B lymphocytes 
PWM 


0.0 


! 

17.6 


Lung fibroblast 
IFN gamma 


0.0 


64.2 




B lymphocytes 


3.8 


2.3 


Dermal fibroblast 


0.0 


100.0 
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CD40L and IL-4 






CCD 1070 rest 

— — — — ' 






EOL-1 dbcAMP 


0.0 


20.3 


Dermal fibroblast 
CCD1070TNF 

alpha 

— " - 


0.0 


78.5 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


4.5 


Dennal fibroblast 
CCD 1070 IL-1 

vein 


0.0 


54.0 


Dendritic cells 
none 


0.0 


16.3 


Dermal fibroblast 

iriN gammd. 


0.0 


26.4 


Dendritic cells LPS 


0.0 


21.5 


uermai iiorouidbi 
IL-4 


0.0 


42.0 


F)PTiHT*itir f*pll^ Jinti- 

CD40 


7.6 


24.1 


IBD Colitis 2 


8.1 


4.3 


Monocytes rest 


0.0 


44.8 


IBD Crohn's 


9.2 ; 


6.3 


Monocytes LPS 


0.0 


3.4 


Colon 


31.9 


30.4 


Macrophages rest 


3.7 


34.2 i 


Lung 


3.8 


33.0 


Macrophages LPS 


0.0 


12.7 


iThymus 


0.0 


4.0 


HUVEC none 


0.0 


19.5 jKidney 


0.0 

. - i 


16.8 1 


HUVEC starved 


1 0.0 \ 


25.5 1 


i 

1 



CNS_neurodegeneratioo_vLO Summary: Ag2226/Ag2384 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples in this panel (data not shown). 



Panel LSD Summary: Ag2384 Highest expression of the GMAP001524_B gene is detected 
in the uterus (CT=28.8). There is also substantial expression in normal ovarian and small 
intestine tissue. Thus, the expression of this gene could be used to distinguish uterine, ovarian 
and small intestine tissue from other tissues in the panel. Of note is the low level of 
expression in cell lines derived from ovarian cancer. Therefore, the expression of this gene 
could be used to distinguish normal ovarian tissue from samples derived from ovarian cancer 
cell lines. Furthermore, therapeutic modulation of this gene or its protein product, through the 
use of small molecule drugs, antibodies or protein therapeutics may be beneficial in the 
treatment of ovarian cancer. 

This gene is also moderately expressed (CT values = 31-33) in a variety of metabolic 
tissues, including adrenal, thyroid, pituitary, adult and fetal heart, adult and fetal skeletal 
muscle, fetal liver and adipose. Thus, this gene product may be a small molecule target for 
the treatment of metabolic disease, including obesity and Types 1 and 2 diabetes. 
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This gene is expressed at low to moderate levels in all CNS regions examined. The 
encoded protein is a novel member of the GPCR family of receptors. Several 
neurotransmitter receptors are GPCRs, including the dopamine receptor family, the serotonin 
receptor family, the GABAB receptor, muscarinic acetylcholine receptors, and others; thus, 
this GPCR may represent a novel neurotransmitter receptor. Targeting various 
neurotransmitter receptors (dopamine, serotonin) has proven to be an effective therapy in 
psychiatric illnesses such as schizophrenia, bipolar disorder and depression. In addition, other 
regions where this gene is expressed (the cerebral cortex and hippocampus) are known to 
play critical roles in Alzheimer's disease, seizure disorders, and in the normal process of 
memory formation. Thus, therapeutic modulation of the expression of this gene or its protein 
product may be beneficial in one or more of these diseases, as may blockade of the receptor 
encoded by the gene. Furthermore, significant levels of expression of this gene in areas 
outside the central nervous system (such as uterus and ovary), suggest the possibility of a 
wider role in intercellular signaling. 

Ag2226 Expression of this gene is low/undetectable (CTs > 35) across all of the samples in 
this panel (data not shown). 

Panel 2.2 Summary: Ag2226 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples in this panel (data not shown). 

Panel 4D Summary: Ag2384 The GMAP001524_B transcript is expressed in most tissues 
in this panel regardless of treatment. This transcript encodes a GPCR hke molecule with 
potential signaling activity that may be important in maintaining normal cellular functions in 
a number of tissues. Therapies designed with the protein encoded by this transcript could be 
important in regulating cellular viability or function. A second experiment with the probe and 
primer set Agl828 is not consistent with the results with Ag2384 and shows low levels of 
transcript expression in liver cirrhosis only. 

AD. GMAC040925_A: GPCR 

Expression of gene GMAC040925_A was assessed using the primer-probe set 
Agl824, described in Table ADA. Results of the RTQ-PCR runs are shown in Tables ADB 
and ADC. 
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Table ADA . Probe Name Agl824 



1 

Primers 


Sequences 


Length Start Position 


SEQID 
NO: 


- — - - ■ ' ■ 

Forward 


5 ' -ctcaatgtcctctcgtttcttg-3 ' 


22 . 


208 


357 


Probe 


TET-5 ' -ttctgtggtcacacctaagctcttgg-3 ' -TAMRAj 


26 : 

" -"" 


243 


358 


Reverse 


5 ' -cttgtcagagaccaggaagttg-3 • 


22 1 


270 


359 



Table ADB . General_screening_panel_vl.4 



Tissue Name 


PpI Fvn (Vt^ Aa1J424 1 

Run 213323519 | 


Tissue Name 


Rel ExD.f%^ Agl824, 
Run 213323519 


/\aipose 


5 2 

" •.».^^„^ 


Renal ca TK-10 

..TW - » «i ^,w.„^.r.imT-rr.„rn.r.,...n. » » 


31.0 


Meianonia^ 
Hs688fA) T 


0.0 


Bladder 


100.0 


IVTftlanoma* 

Hs688(B).T 


0.9 

.; 


Gastric ca. (liver met.) 
NCI-N87 


62.0 


IVfelanoma* M14 


1,6 : 


Gastric ca. KATO III ^ 


3.7 

...vv ■ — . .1..:.><^Jyl^^e■t-^^■■■a 1- ■WYTY.Wiir/irW 1 


Melanoma* 
LOXIMVI 


0.0 

■r— , V ,v — — r Ym.t-iitj"-'--if~ - --i"HHMma»iaa 


Colon ca. SW-948 


2.1 


Melanoma* SK- 
MEL-5 


3.5 


Colon ca. SW480 


0.0 


- „ " 3:...AH..-;..xr- — - T IVI M Ti..l!»ti<f.lM^ 

Squamous cell 

rflTPiTirtma Sd(^-4- 


0.0 


Colon ca.* (SW480 
met) SW620 


0.6 


Testis Pool 


2.8 


IColon ca. HT29 


0.0 

, , . , T- ' ' ^- ' ' 


Prostate ca.* (bone j 
met) PC-3 


0.0 


Colon ca.HCT-1 16 

1 : 


27.4 


Prostate Pool 


u.y 


v^oion ca. \^av^o-z 






.» ...it ' — 

3 0 


iColon cancer tissue 

1 V^V^AV/XA ^kV^A-Xw^^^ %0M.^\3%^^^ 


5.0 


Uterus Pool 


0.0 


IColonca. SW1116 


0.0 


,^.a>,...1.t. «..J.M«l^a, ni .■ 1 f ....^JMi 1^... U-M 

Ovarian ca. 
OVCAR-3 


3.2 


j 

Colon ca, Colo-205 


0.0 


Ovarian ca. SK-OV- 

3 


54.7 


Colon ca. SW-48 


0.0 


Ovarian ca. 
OVCAR-4 


1.3 


Colon Pool 


1.5 


Ovarian ca. 
OVCAR-5 


40.3 


Small Intestine Pool 


0.0 


Ovarian ca. IGROV- 

1 , 


43.8 


Stomach Pool 


0.7 


Ovarian ca. 
OVCAR-8 


3.2 


Bone Marrow Pool 


3.0 


Ovary 


1.7 


iFetal Heart 


3.4 
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0.0 


Heart Pool 


1.0 


Rrea<5t ca MDA- i 
MB-231 " 


9.3 


Lymph Node Pool 

- ■ - ■■■ 


0.6 


Breast ca. BT 549 ■ 


9.4 Fetal Skeletal Muscle 


0.0 


Rrpp<2tr;j T47D 


24.1 jSkeletal Muscle Pool 


0.0 


Breast ca. MDA-N 


1.8 


Spleen Pool 


4.9 


Breast Pool 


1.0 


Thymus Pool 


0 1 


Trachea 


12.1 


CNS cancer (glio/astro) 

U87-MG 


0.0 


Lung 


0.0 


CNS cancer (glio/astro) 
U-118-MG 


9.3 


Fetal Lung 


jO.O 

J 


CNS cancer 
(neuro;met) SK-N-AS 


0.0 


Lungca.NCI-N417 i 


00 


CNS cancer (astro) SF- 
539 


0.0 


Lungca. LX-1 


1 0 

. _ „ „ . ; 


CNS cancer (astro) 
SNB-75 


0.0 


Lung ca. NCI-H146 


0.0 


CNS cancer (glio) 
SNB-19 


57.8 


Lung ca. SHP-77 


0.0 


CNS cancer (glio) SF- 

i295 


0.0 


T ii-nrr r»o A ^AO 

jLung ca. /\j^y 


0,0 


iBram (Amygdala) Pool 


00 




0.0 


iBram (cerebellum) 


0 0 


Lung ca. NCI-H23 , 


31.0 


iBram (fetal) 


3.0 


Lung ca. NCI-H460 , 


11.7 


[Brain (Hippocampus) 


3.0 


x^ung Ca, nvji -oz 


u.u 




0 0 


Lung ca. NCI-H522 


0.0 


Brain (Substantia nigra) 

Pnnl 


0.0 


Liver 


00 


Brain f Thalamus) Pool 

& «i% AAA. ^ A. A A%^ A%M A A A ^™ f • 


2.8 


Fetal Liver 


0.0 


Brain (whole) 


6.0 


Liver ca. HepG2 


2.8 


Spinal Cord Pool 


0.0 


Kidney Pool 


6.1 


Adrenal Gland 


0.0 


FCuii rviuiicy 


0.0 


Pituitary gland Pool 


1 0 0 


Renal ca 786-0 


2.8 


Salivary Gland 


0.0 


Renal ca. A498 


41.5 


Thyroid (female) 


0.0 


Renal ca. ACHN 


0.0 


Pancreatic ca. 
CAPAN2 


42.0 


Renal ca.UO-31 


0.8 


Pancreas Pool 


13.1 



Table ADC. Panel 4D 



Tissue Name 


ReL ExD.(%) 


Tissue Name 


Rel. ExD.r/ol 1 
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Agl824, Run 
165809019 

r ' ' — - II , ~ 




Agl824, Run 
165809019 

iiitiiB f " ..> 


Secondarv Thl act 


0.0 


HUVEC IL-lbeta 


1.8 


Secondarv Th2 act 


0.0 


HUVEC IFN gamma 


7.3 


Secondary Trl act 


0.7 


HUVEC TNF alpha + IFN 

gamma 


1.9 


II f w.mwn nil rail. «■■... »,||,>K, mi/ 

Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


secondary i nz rest 




PTTTVPP TT -1 1 


4 7 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


28.9 


Primary Thl act 


0.0 


Lung Microvascular EC 


7.0 


Primaiy Th2 act 


1.4 


Microvascular Dermal EC 

none 


7.2 


Primary Trl act 


0.0 


Microsvasular Dermal EC i 

1 i N r aipilcl « 1 JU- 1 UC la. 


1.1 


Primary Thl rest 


0.0 


Bronchial epithelium 

TMF'^lrvTia 4- TT ll-ipta 
1 INf dipila ~ IJul UCul 


15.0 


Primary Th2 rest 


0.0 

L...a..flgh...r..iir. ii ..a... .r — i -n .if»B.r;.r; 


Small airway epithelium 
none 


18.2 


Primary Trl rest 


0.0 

i ~- - 


Small airway epithelium 
1 iNr aipna < ii^- 1 ueia. ^ 


100.0 

— 


CD4jKA CD4 
lymphocyte act 


0.4 

- 


Coroneiy artery SMC rest 


1.3 


J 

CD4jK(J CL)4 

lymphocyte act 


0.5 


i^oroneiy anery oiviv^ 
TNFalpha + IL-lbeta 


0.0 


CUo lymptiocyte act 


n n 
u.u 


/vsLrocyieb rcoi 


1 1 Q 


Secondary CDS 
lymphocyte rest 


1.3 

1 - 


Astrocytes TNFalpha + 

TT 1 l^Afo 

iJL-ioeta 


58.2 

i. 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


1.4 


CD4 lymphocyte none 


0.0 


KU-812 (Basophil) 
r jvi A/ lonomycm 


3.2 


zry Ini/ Inz/ lri_anti- 
CD95 CHll 


0.0 


i^v^ij'i luo ^^jveraiinocy icis^ 
none 


0.0 


LAK cells rest 


0.7 


CCDl 106 (Keratinocytes) 
TNFabha + IL- 1 beta 


19.1 




0 7 


Liver cirrhosis 


! 21.3 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


2.6 


LAK cells IL-2+IFN 
gamma 


0.6 


NCI-H292 none 


7.9 


LAK cells IL-2+ IL-18 


0.0 


NCI-H292IL-4 ] 17.0 


LAK cells 


0.0 


NCI-H292 IL-9 


5.0 
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PMA/ionomycin 








NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


10.0 


Two Wav IVTT R 1 dav 


00 


NCI-H292 IFN gamma 


0.4 


■■a.ajm.m!mm!OTit«itieauJiiid^aa^^ 

Two Way MLR 5 day | 


0.0 


HPAEC none 


2.3 


Two Way MLR 7 day 


0.0 


beta 


1.3 




00 


Lung fibroblast none 


2.0 


PBMC PWM 


0.2 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.3 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


5.8 


Ramos (B cell) none 


u.u 


Lung fibroblast IL-9 4,5 


Ramos (B cell) 
lonomycm 


0.0 


Lung fibroblast XL- 1 3 


0.4 


B lymphocytes PWM 


0.3 


Lung fibroblast IFN 
gamma 




B lymphocytes CD40L 
and IL-4 


. 

1.0 


Dermal fibroblast 
CCD 1070 rest 


0.0 


EOL-l dbcAMP 


0.0 


Dermal fibroblast 
CCD 1070 TNF alpha 


0.9 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 

1 j.a iiaa ,Mt, .».B(iWwi:ni-»i atflrra ..•i..a...fc.iMti<.M«i a .nnMrn-tniit. n. t 


Dermal fibroblast 
CCD1070 IL-1 beta 


0.5 


Dendritic cells none 


0.0 

1 
i 


Dermal fibroblast IFN 
gamma 


1.1 


Dendritic cells LPS 1 0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 

CD40 


0.2 


IBD Colitis 2 


11.4 


Monocytes rest 


1 0.0 


IBD Crohn's 


12.0 


Monocytes LPS 


0.9 


Colon 


14.5 


Macrophages rest 


0.0 


Lung ' 


3.7 


Macrophages LPS 


0.0 


Thymus 


2.9 


HUVEC none 


2.7 


Kidney 


0.0 


HUVEC starved 


4.6 







General_screening_panel_vl.4 Summary; Agl824 Expression of the GMAP001260_A 
gene is highest in a sample derived from normal bladder tissue (CT = 32.6). In addition, it 
appears to be expressed by several cell hnes derived fi:om pancreatic cancer, glioma, colon 
cancer, gastric cancer, renal cancer, lung cancer, ovarian cancer and breast cancer. Thus, the 
expression of this gene could be used to distinguish normal bladder tissue from the other 
samples in the panel. Moreover, therapeutic modulation of this gene or its protein product, 
through the use of antibodies, small molecule drugs or protein therapeutics might be of 
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benefit in the treatment of pancreatic cancer, glioma, colon cancer, gastric cancer, renal 
cancer, lung cancer, ovarian cancer or breast cancer. 

Panel 4D Summary: Agl824 Expression of the GMAC040925_A gene is significantly up- 
regulated (5 fold) in small airway epithelium treated with the pro-inflammatoiy cytokines II- 
5 lb and TNFa and to a certain degree on astrocytes treated with TNF-a + IL-lb. In addition, 
moderate constitutive expression (CT = 3 L 1) is found in lung microvascular endothelial 
cells. Therefore, therapeutic modulation of the GMAC040925_A gene with monoclonal 
antibodies or small molecule therapeutics might be relevant for the treatment of asthma. 



10 AE, GMAL160314__A: GPCR 

Expression of gene GMAL160314_A was assessed using the primer-probe sets 
Agl795 and Agl822, described in Tables AEA and AEB. Results of the RTQ-PCR runs are 
shown in Table AEC. 

Table AEA . Probe Name Agl795 



■■ - -.r.-.rn.ou,.,-. 

Primers 


Sequences 


Length 


Start Position 


SEQ 
ID NO: 


Forward 


5 » -catcattcctagtggcatcact-3 ' 


22 : 


745 


360 


Probe 


TET-5 ' -tgactccctcccagaaagaatatctgg-3 ' -TAMRA 


27 i 


780 


361 


Reverse is * -accaaagggatcttgttgatct-3 ' 


22 j 


807 


362 



1 5 Table AEB . Probe Name Ag 1 822 



Primers 


Sequences 


Length 


Start Position 


SEQ 
ID NO: 


Forward 


5 ' -catcattcctagtggcatcact-3 ' 


22 ; 


745 


363 


Probe 


TET-5 ' -tgactccctcccagaaagaatatctgg-3 • -TAMRA 


27 \ 


780 


364 


Reverse 


5 ' -accaaagggatcttgttgatct-3 ' 


22 


807 


365 



Table AEC. Panel 4D 



' ~rr.r,....,„...,>r..>>.,.„r.r..».r.,..^....»...., 


Rel. 


Rel. 




Rel. 


Rel. 




Exp.(%) 


Exp.(%) 1 




Exp.(%) 


Exp.(%) 


Tissue Name 


Agl795, I 


Agl822, 


Tissue Name 


Agl795, 


Agl822, 




Run 


Run 




Run 


Run 




165810587 


165808999 




165810587 


165808999 
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Secondary Thl act i 


0.0 


0.0 HUVEC IL-lbeta 


0.0 


0.0 


Secondary Thl act 


0.0 


0.0 


HUVEC IFN 
gamma 


0.0 


0.6 


r r.. , i 

Secondary Trl act 


0.0 


0.0 


HUVEC TNF 
alpha + IFN 
gamma 


0 0 


00 


Secondary Thl resti 


0.0 


0.0 

l...ri. mm T-m. — r-.a.f:,.v7f — 


HUVEC TNF 
alpha + IL4 


0.0 


1.1 


Secondary Th2 rest \ 0.0 


0.0 


HUVEC IL-1 1 


0.0 


0.0 


Secondary Trl rest 


0.0 


0.0 


Lung 

Microvascular EC 
none 


0.0 


0.8 


Primary Thl act 

■ 


0.0 


0.0 


Lung 

Microvascular EC 
TNFalpha + IL- 

Ibeta 


0.0 


0.0 


Primary Th2 act 


0.0 


0.0 


Microvascular 
Dermal EC none 


0.0 


0.0 


Primary Trl act 


0.0 

, J 


1 o 

1.2 


Microsvasular 
Dermal EC 
TNFalpha + IL- 
lbeta 


2.7 


0.0 


Primary Thl rest 


: 

0.0 


0.7 


Bronchial 
epithelium 
TNFalpha + 
ILlbeta 


3.0 


1.2 


Primary Th2 rest 


4.3 


0.0 


Small airway 
epithelium none 


0.0 


0.9 


Primary Trl rest 


0.0 


0.0 


Small airway 
epithelium 
TNFalpha + IL- 

Ibeta 


0.0 


2.5 

' ' ■ "- 


CD45RA CD4 

lymphocyte act 


0.0 


0 0 


Coronery artery 
SMC rest 


3.7 


0.0 


CD45ROCD4 
lymphocyte act 


2.3 


0.0 


Coronery artery 
SMC TNFalpha + 

IL-lbeta 


0.0 


0.0 


CD8 lymphocyte 
act 


0.0 


0 0 


Astrocvtes rest 


0.0 


0.0 




Secondary CDS 
lymphocyte rest 

-> 


■ 

0.0 


0.7 


Astrocytes 
TNFalpha + IL- 
Ibeta 


0.0 

1 Wt*>*..<»>i>*Pii.>w m m.M 


0.8 


Secondary CDS 
lymphocyte act 


0.0 

^ . 


0.0 


KU-812 
(Basophil) rest 


0.0 


1.2 


CD4 lymphocyte 


1 0.0 i 0.0 


KU-812 


2.6 


0.0 
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none 






(Basophil) 
PMA/ionomycin 


— a - 




i ; 

Thl/Th2/Trl_anti- 
CD95CH11 


0.0 


0.0 


CCD1106 

(Keratinocytes) 
none 


0.0 


0.0 

..iiKi.ir. ff iTi.i ■ i 


LAK cells rest 


0.0 


0.0 


CCD1106 
(Keratinocytes) ■ 

Ibeta 


0.0 


0.0 


LAJv celis IL-Z 


n n 
u.u 


U.U 


T ii/fSf r'ln'Vincic 
JUiVCl dllllUolo 






LAK cells IL- 
2+lL-lz 


0.0 


0.0 

[ .1 ■ .1 ■ w 1«— : 


Lupus kidney 

., _ . J 


0.0 


4.1 


LAK cells IL" 
2+IFN gamma 


0.0 

t J 


0.0 


NCI-H292 none 


0.0 


0.0 

, r : 


LAJv cells 

IL-18 


4.6 


• 

1.6 


NCI-H292 IL-4 


0.0 


43 


TAT/' rt^ill^ 

LAK cells 

PMA/ionomycin 


0.0 

: i 


0.0 


NCI-H292 IL-9 


6.3 


0.9 


NJv Ceils IL-z rest \ 


U.U 


U.U 


XTPT 14909 TT 1 
IN K^irXXLyL IJL- i ^ 




0 0 


Two Way MLR 3 \ 
day 


0.0 


0.0 


NCI-H292 IFN 
gamma 


0.0 


1.2 


Two Way MLR 5 
day 


0.0 


0.0 


HP AEC none 


0.0 


1.9 

K ■■ . 1 ■■• 


Two Way MLR 7 | 
day 


i 

0.0 


1.0 


HPAEC TNF 
alpha + IL-1 beta 


0.0 


0.0 


PBMC rest 


0.0 


0.0 


Lung fibroblast 

none 


0.0 


0.0 


PBMC PWM 


0.0 


0.0 


Lung fibroblast 
TNF alpha + IL-1 
beta 


0.0 


1.9 


PBMC PHA-L 


0.0 


0.0 


Lung fibroblast 

TT A 


0.0 


1.0 


Ramos (B cell) 
none 


0.0 


0.0 


Lung fibroblast 

TT O 


0.0 

— lis. itt...7..g.i.1W.Jini.i!.n.f /r ii~ 


0.0 


Ramos (B cell) 
lonomycin 


2.5 


0.0 


Lung fibroblast 

TT 1 "J 

IL-l J 


0.0 

—2 ■twaia,f.i<l..ii<. tMlm i. .Th. ...Till.i f 


0.0 


B lymphocytes 
PWM 


0.0 

i 


0.0 


Lung fibroblast 

■ 

IFN gamma 


0.0 


0.8 


B lymphocytes 
k^dhKjl, anu il.-^ 


2.8 


1.1 


Dermal fibroblast 


0.0 


0.0 


EOL-1 dbcAMP 


0.0 


2.1 


Dermal fibroblast 

CCD1070TNF 

alpha 


0.0 


0.0 

~^„„„.^,„,. MA.,, t -iM a-im 


EOL-1 dbcAMP 


0.0 


0.0 


Dermal fibroblast 


0.0 


1.1 
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PMA/ionomycin 

- - 


• 




CCD 1070 IL-1 

UCld 






" 

Dendritic cells 

none 


Ill 

0.0 


0.0 


Dermal fibroblast 

ir IN g,allillla 


0.0 

:„r..»i.n....K...7r....r. " .1 


0.0 


Dendritic cells LPS : 


0.0 

'. .n 


0.0 


L^CIIIIdl ilUIUUiaol 

IL-4 


0.0 


0.0 


Dpndritic cell*? anti- 

CD40 


0.0 

i.i.r " II. .7 


1.6 


IBD Colitis 2 


4.8 


5.9 

iit«ii»iii- ff.v -r;..,.,,.«.-;.„i-:r.iT!riBii:!.Ti 


Monocytes rest 


0.0 


0.0 


IBD Crohn's 


0.0 


1.0 


Monocytes LPS 


0.0 


0.0 


Colon 


100.0 


100.0 


Macrophages rest 


i 0.0 


0.0 


Lung 


8.8 


5.2 


Macrophages LPS ; 


0.0 


1.1 


Thymus 


4.8 


6.4 


HUVECnone 


0.0 


0.0 


Kidney 


0.0 


0.0 


HUVEC starved 


1 3.8 1 


0.0 









Panel 1.3D Summary: Agl795 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 



Panel 2.2 Summary: Agl795 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl795/Agl822 Results from two experiments using identical 
probe/primer sets are in good agreement. Low but significant expression of the 
GMAL160314_A gene is detected exclusively in colon. Therefore, expression of this gene 
may be used to distinguish colon from the other samples on this panel. Furthermore, 
expression of this gene is decreased in colon samples from patients with IBD colitis and 
Crohn's disease relative to normal colon. Therefore, therapeutic modulation of the activity of 
the GPCR encoded by this gene, using small molecule drugs, antibodies or protein 
therapeutics, may be useful in the treatment of inflammatory bowel disease. 



AF. GMAP002509_B/CG149867-01: Olfactory Receptor 

Expression of gene GMAP002509_B (also known as CO 149867-01) was assessed 
using the primer-probe set Agl792, described in Table AFA. Results of the RTQ-PCR runs 
are shown in Tables AFB and AFC. 



Table AFA . Probe Name Agl792 
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Primers 


Sequences 


Liengtti; 


otdrc r osinon 

1,1,1, , ^ 


SEQ 
ID NO: 


Forward 


5 ' -gtgggttcatatgcctgttaaa-3 ' 


22 

liuini. tti n Iil.ii>jt,.fcli,..d8 


625 1 


366 


|Probe ; 


TET-5 ' -tcttgctcctggtctcctatatggtca-3 ' -TAMRA; 


27 


652 


367 


Reverse 

,i 


5 ' -gctgtgggtccttaaggagtac-3 ' 


22 


683 


; 368 



Table AFB. Panel 1 .3D 



Tissue Name 


Rel. Exp.(%) 
Agl792, Run 
165974810 


Tissue Name 


Rel. Exp.(%) 
Agl792, Run 
165974810 


Liver adenocarcinoma 


11.3 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 
2 


0.0 


Renal ca. A498 


3.8 


Adrenal gland 


0.0 


Renal ca. RXF 393 


21.0 


Thyroid 


0.0 i 


Renal ca. ACHN 


0.0 


. — — — ■■- .-yiTM^i ■•w~'i"iiiimmm! 

Salivary gland 


0.0 


Renal ca.UO-31 


23.3 


JrllUltary gldllU 


0 0 


Renal ca TK-10 


00 


Brain (fetal) 


0.0 1 


Liver 


0.0 


Bram (whole) 


0.0 

J „.,., , , 


Liver (letai) 


U.U 

...» . ■■■ -~~tt»~.<-.'>:....^..->i! 


Brain (amygdala) 


'■ 

0.0 


Liver ca, 

(hepatoblast) Hepuz 


25.9 


Brain (cerebellum) 


0.0 i 


Lung 


1 13.6 


Brain (hippocampus) 


0.0 


Lung (fetal) 


42.0 




00 


Lung ca. (small cell) 
LX-1 


0.0 


Rtsuti ^fliiiljirnii q 1 
dctill t iliaKlillUoy 


00 


Lung ca. (small cell) 
NCI-H69 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 
SHP-77 


0.0 


Spinal cord 


0.0 


Lung ca. (large 
cell)NCI-H460 


0.0 


Glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 
cell) A549 


0.0 


GIio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 
NCI-H23 


0.0 


astrocytoma S W 1 783 


0.0 


Lung ca. (non-s.cell) 

HOP-62 


1.3 

< 


neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 
NCI-H522 


3.3 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW 900 


0.0 
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astrocytoma SNB-75 


0.0 


Lun& ca Tsauain.^ 

NCI-H596 


0.0 




0 0 

V.V/ 

l.a.j.1.1.. ■■ ■> I 11 r II .irniinirn ii ■ i .lji "■ i'" " ti.rmi riilir 


IVfaiTirnfirv P'land 


00 


glioma U251 


0.0 


Breast ca.* (pl.ef) 


0.0 

•, 3 . = a K s 1 


s_ j 

glioma SF-295 


0.0 


MDA-MB-231 


0.0 


Heart (fetal) 


0.0 


Breast ca.* (pl.ef) 
T47D 


0.0 


Heart ^ 


0.0 

- n n 1 ■ " < 


Breast ca. BT-549 


25.7 


Skeletal muscle (fetal) 


5.1 


Breast ca. MDA-N 


0.0 


oKeieiai muscie 


0 0 

v/.v 


\jyaLy 


0 0 


Bone marrow 


0.0 


Ovarian ca. 


0.0 

- -.- 


Thymus 


0.0 


Ovarian ca. 
OVrAR-4 


0.0 


Spleen 


100.0 


Ovarian ca. 
OVrAR-5 


0.0 


Lymph node 


0.0 

....■m nft ' ii> 1 ' -r.. n m.-rrr — ~ i*. ', 


Ovarian ca. 
nVCAR-8 


0.0 


Colorectal 


0.0 


V/VdlKlll KfiX. IVJXW/ V 

1 


4.5 


t.aim..mi,...ftT a., ffl,i,.r8 ■,j-..n.ri..a.s.i f, ~ r 

Stomach 


0.0 

. i 


Ovarian ca.* 
(ascites) SK-OV-3 


20.6 


Small intestine 


1.1 


Uterus J 


0.0 


L'Olon ca. j> W4oU 


u.u 


i idiiucnid. 


0 0 


colon ca. 

SW620(SW480 met) ; 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


met)PC-3 


0.0 


L/Olon ca. rii^ 1 - 1 1 0 


n ft 


i csus 


0 0 


Colon ca, CaCo-2 


0.0 


Melanoma 


0.0 


Colon ca. 
nssue^i^iJvJ jooo ) 


0.0 


Melanoma* (met) 


1 

2.2 


Colon ca. HCC-2998 


0.0 


Melanoma UACC- 


0.0 


Gastric ca.* (liver met) 


0.0 


Melanoma M14 


0.0 


Bladder 


0.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 
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Kidney 



0.0 



Adipose 



0.0 



Table AFC. Panel 4D 



Tissue Name 


Rel ExD iVa^ 
Agl792, Run 
165811472 


Tissue Name 


Rel. Exp.(%) 
Agl792, Run 
165811472 


la = s__a= aja—i 

Secondary Thl act 


0.0 


HUVEC IL-lbeta 


3.5 


oCOUIlUaiy 111/. aOL 


0 0 


HUVEC IFN eamma 


0.0 


Secondary Trl act 


3.6 


HUVEC TNF alpha + IFN 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


TTTT"\7T7/^ TT 1 1 

HU VhC lL-1 1 


U.U 


Secondary Trl rest 

_ _ ^_ _ ; 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpna + IL- 1 beta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.0 

-■=■-■=■- 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.0 


Small airway epithehum 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 

TNFalpha + IL-lbeta 

. — - - - - - — — ^ — ~ — — .-^^■^■■--■y 


0.0 

- - - i..^...jt.n..an..i 


CD45RACD4 
lymphoc3^e act 


0.0 


Coroneiy artery SMC rest 

: 1 1 ■ ■ ' 


0.0 


CD45ROCD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 

, „ , . ... 


CDS lymphocyte act 


0.0 


A A M J. 

Astrocytes rest 

■ . ■ • ■- i,..i;.:i.i<f»i 


A A 

0.0 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocj^es TNFalpha + 
IL-lbeta 

, >.n - <. . r Ti...ia..< 


0.0 


Secondary CDS 

Ivrrrnhnpvtp act 


1 1 r 

0.0 


KU-812 (Basophil) rest 


0.0 

l< * ' — - J 


CD4 lymphocj^e none 


0.0 

: 

* 


KU-8 12 (Basophil) 
PMA/ionomycin 


0.0 


2ry Thl/Th2/Trl_anti- 
CD95 CHI 1 


1 0.0 


CCDl 106 (Keratinocytes) 
none 


0.0 


LAK cells rest 


1 0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 


LAK cells IL-2 


1 0.0 

I- .1 .. I.. ..1 it. .d! ,. / ,t ., ^ ■« 1 I<.ii.in .1 


Liver cirrhosis 

— 1 1 1 c X a — 1^ 


100.0 

- ' ■ . .. . r , . . . 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.0 
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LAK cells IL-2+IFN | 
gamma 


0.8 


NCI-H292 none 


0.0 


LAK cells IL-2+ IL- 1 8 j 0.0 


NCI-H292 IL-4 


0.0 


JL/\iS. ecus 

PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


iNJV v^cUS ILi-Z. iGbl 


0 0 

V/.v 


NC1-H292 IL-13 


0.0 


1 WO w ay MJLK J uay \ 


u.u 


NCI-H292 IFN gamma 


0.0 


Iwo Way MLK J cay 


U-U 

, ^ , . J ^ ^ 1 ^ i 


HPAEC none 


0.3 


Two Way MLR 7 day 


0.0 


rlrAnL/ liNr aipna < 11^-1 
beta 


0.0 


PBMC rest 


0.0 


Lunff fibroblast none 


0.0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
4-IL-lbeta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung iiDroDiasi iJL-y 


n n 
w.u 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL- 1 3 


0.0 


B lymphocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 
and IL-4 


7.5 

— T-r- — ii' — ** ...^.^^....L ^ - 


Dennal fibroblast 
ucuiu /u rest 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 

^^^^^^^ mn ttvttt ol^ko 

ucuiu/u iiNr aipna 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


1.7 


Dermal fibroblast 
CCD 1 070 IL-1 beta 


5.3 


Dendritic cells none 


0.0 


Dermal tibroblast IrN 

^uilililci 


0.0 


Dendritic celk I PS 


00 


Dpimal fibroblast IL-4 


00 


Dendritic cells anti- 
CD40 


9.1 


IBD Colitis 2 


24.3 


Monocytes rest 


0.0 


IBD Crohn's 


7.3 


Monocytes LPS 


0.0 


Colon 


0.0 


Macrophages rest 


0.0 


Lung 


4.2 


Macrophages LPS 


0.0 


|Th5mius 


3.8 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel 1.3D Summary: Agl792 Expression of the GMAP002509__B gene is highest in 

spleen (CT = 33.1), an important site of secondary immune responses. Therefore, expression 

of this gene may be used to distinguish spleen from the other samples on this panel. 

Furthermore, antibodies or small molecule therapeutics that block the function of this GPCR 

may be useful as anti-inflammatory therapeutics for the treatment of allergies, autoimmune 
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diseases, and inflammatory diseases. This gene is also expressed at low but significant levels 
in fetal lung. 



Panel 2.2 Summary: Agl792 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown), 

5 Panel 4D Summary: Agl792: Expression of the GMAP002509__B gene is detected in a 
liver cirrhosis sample (CT = 31.53). This gene encodes a putative GPCR; therefore, 
antibodies or small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver 
cirrhosis. In addition, antibodies to this putative GPCR could also be used for the diagnosis of 
liver cirrhosis. Low level expression of this transcript was also detected in an IBD colitis 
10 tissue sample (CT=33.6) and thus may be involved in inflammatory bowel diseases. 

AG. GMAP002407_A: GPCR 

Expression of gene GMAP002407_A was assessed using the primer-probe sets 
Ag2696 and Agl790, described in Tables AGA and AGB. Results of the RTQ-PCR runs are 
1 5 shown in Tables AGC, AGD and AGE. 

Table AGA . Probe Name Ag2696 



Primers 

■ 


Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward 


5 * -actacgtgccacctgtctgtat -3 ' 


22 


797 


369 


Probe 


TET-5 ' -ctacctgcagcctcgctccagtgag-3 ' -TAMRA 


25 


819 


370 


Reverse : 


5 ' -agcattggagttacgattgtgt-3 ' 


22 


872 


371 

■mill 



Table AGB . Probe Name Agl790 



Primers 


Sequences 


Length 


Start 
Position 


SEQ ID 
NO: 


Forward 


5 ' -cctgtacacagtcatggcctat-3 ' 


22 


384 


372 


Probe 


TET-5 • -atctgtcaacccctgcactacccagt-3 ' - 
TAMRA 


26 


421 

— — — 


373 


Reverse ; 


5 ' -atttctgcacacatccttctgt-3 ' 


22 


455 


374 



Table AGC. Panel 1 .3D 
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Tissue Name 


PpI Fvn (^/n^ 

Agl790, Run 
165974809 


Tissue Name 


Rel ExD (^oS 
Agl790, Run 
165974809 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


8.7 


Renal ca. 786-0 


0.0 

i— -^.^i- -rt -. i ■■ 


' ^ - ; 

Pancreatic ca CAP AN 
2 


0.0 


Renal ca. A498 


0.0 

1 


Adrenal gland 


0.0 


Renal ca. RXF 393 


54.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


li-in iiiniiiiimiiii III »t»ww~«»w««.T.iiii ■ Mwrr nm unamum 

0.0 


Renal ca. UO-3 1 


0.0 


Pitiiitarv 2^1 and 


0.0 


Renal ca. TK-10 


0.0 


Rrain CfetaH 


00 


Liver 


0.0 




3 7 


Liver f fetal) 


0.0 


Brain (amygdala) 


10.6 


Liver ca. 

fhenatoblast) HeoGl 


0.0 


Brain (cerebellum) 


6.8 1 


Lung 


0.0 


Brain (hippocampus) 


U.U 


i^ung ^^leiai ) 


\J.\J 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 

T Y 1 


0.0 


Brain (thalamus) 


0.0 


Lung ca. (small cell) 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 

orlJr- / / 


0.0 


Spinal cord 


0.0 


Lung ca. (large 

Cell jiNv_^ l-JnL^DU 


0.0 


Glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 
cenj ADny 


0.0 


Glio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 

JNUi-xlZj 


0.0 


astrocytoma S W 1 783 


0.0 


Lung ca. (non-s.cell) 

TT/^D A7 

rlUJr-02 


0.0 


Neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 

XTPT H^70 


0.0 


astrocytoma SF-539 


0.0 


jLung ca. \^sc]uam.^ 
SW900 


0.0 


astrocytoma SNB-75 


0.0 


jLung ca. ^^squam.j 
NCI-H596 


0.0 




= ^ — r..i... n, n 

glioma SNB- 19 




Mammary giana 


U.U 


glioma U251 


0.0 


MCF-7 


0.0 


glioma SF-295 


0.0 


Breast ca.* (plef) 
MDA-MB-231 


0.0 

Ml nit. ■ < ■ Kt..r.. / , i. . > f 1 


r, -»~...,B 1 r ,1 III-— 

Heart (fetal) 


0.0 


Breast ca.* (pl.ef) 


0.0 
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T47D ! 

.. <i...'.v,...^..'....'-,< >l^. 1 -1 ...r ff.ai.if.^i 




Heart 


0.0 


Breast ca. BT-549 


0.0 


Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N | 


0.0 


okeietal muscle 


n n 
u.u 


Ovary 0.0 


Bone marrow 


0.0 


Ovarian ca. 
OVCAR-3 


u.u 


Thymus 


0.0 


Ovarian ca. 
OVCAR-4 




Spleen 


100.0 


Ovarian ca. 
OVCAR-5 


00 


Lymph node 


0.0 


Ovarian ca. 
OVCAR-8 


0 0 


Colorectal 


20.0 


Ovarian ca. IGROV- 
1 


00 


^ — 1 

Stomach 


0.0 


Ovarian ca.* 
(ascites) SK-OV-3 


0.0 


Small intestine 


0.0 

\,t riiiii«..i T r "* -t 1 1- If ■ ■ " — ■ " ' -•* ■""•^^ 


Uterus 


0.0 


Colon ca. bW4oU 


u.u 


Plancenta 


0.0 


Colon ca. 

SW620(SW480 met) 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


7.6 


Colon ca. HCl-llo 


u.u 


Testis 


0.0 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 


Colon ca. 
tissue(OD038oo) 


0.0 


Melanoma* (met) 
Hs688(B).T 


0.0 


Colon ca. HCC-2998 


0.0 


Melanoma UACC- 
62 


0.0 


Gastric ca.* (liver met) 

NCI-NS/ 


0.0 


Melanoma M14 


0.0 


Bladder 


6.1 


Melanoma LOX 
IMVI 


0.0 

' — " — 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 

■ 

* ' - 


Kidney 


0.0 


Adipose 0.0 



Table AGD. Panel 2D 



Tissue Name 

■ 


Rel. Exp.(%) 

Ag2696, Run 
153291452 


Tissue Name 


Rel. Exp.(%) 
Ag2696, Run 
153291452 


Normal Colon 


21.6 

■ 


Kidney Margin 
8120608 


0.0 
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CC Well to Mod Diff I jq 2 
(OD03866) i 


Kidney Cancer 
812061 3 


0.0 


CC Margin (OD03866) i 19.2 


Kidney Margin 

8120614 


0.0 


CC Gr.2 rectosigmoid } 

(OD03868) 1 


0.0 


Kidney Cancer 
9010320 


0.0 


CC Margin (OD03868) j 


0.0 


Kidney Margin 


0.0 


CC Mod Diff I j2 9 
(ODO3920) i 


Normal Uterus 


0.0 


CC Margin (ODO3920) j 

1 


10.4 


Uterus Cancer 

0^^401 1 


0.0 

i 

' '-^ 


t 

CC Gr.2 ascend colon | q q 
(OD03921) 1 


Normal Thyroid 


0.0 


CC Margin (OD03921) 


0.0 


Thyroid Cancer 
064010 


0.0 


CC from Partial | 
Hepatectomy (ODO4309)^ 0.0 
Mets ; 


Thyroid Cancer 
A302152 1 

3 


0.0 


. 1 — — — ^ 

Liver Margin j qq 

(ODO4309) i ■ \ 


Thyroid Margin 
A ^021 


0.0 


Colon mets to lung 
(OD04451-01) 


■ 

0.0 

i 


Normal Breast 


0.0 


Lung Margin (OD04451- 
02) 


F -- 

0.0 


Breast Cancer 


0.0 


Normal Prostate 6546- 1 


0.0 

i " 


Breast Cancer 
(OD04590-01) 


0.0 


- - - - - - — ' -1 

Prostate Cancer 
(OD04410) 


0.0 


Breast Cancer Mets 
(OD04590-03) 


0.0 


Prostate Margin 
(OD04410) 


0.0 


Breast Cancer 
Metastasis 


0.0 




Prostate Cancer 

(OD04720-01) 


0.0 


Breast Cancer 064006 


0.0 


Prostate Margin j q ^ 
(OD04720-02) ! 


[Breast Cancer 1024 


6.9 


Normal Lung 061010 


j 14.2 


Breast Cancer 
y luu/oo 


0.0 


Lung Met to Muscle ] 
(OD04286) 1 


Breast Margin 
9100265 


0.0 


Muscle Margin j qq 
(OD04286) 1 


Breast Cancer 
A209073 


0.0 


Lung Malignant Cancer j ^ ^ 
(OD03126) i 


Breast Margin 
A2090734 


0.0 
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Lung Margin (OD03 1 26) j 0.0 


Normal Liver 


0.0 1 


Lung i^ancer (^uiJU44U4 j 


lUU.U 


Liver Cancer 064003 


0.0 


Lung Margin (OD04404) . 


1 0.0 


T iver Cancer 1025 


00 


Lung Cancer (OD04565) 


0.0 

■-- III. nmn.m.niiKWTf' 


Liver Cancer 1026 


0.0 


Lung Margin (OD04565) ' 


0.0 


Liver Cancer oUU4- 1 


A A 


Lung Cancer (OD04237- 
01) 


0.0 


Liver Tissue 6004-N 


0.0 


Lung Margin (OD04237- 1 ^ ^ 

02) i 


Liver Cancer 6005-T 


0.0 


Ocular Mel Met to Liver ! 
(ODO4310) 1 


Liver Tissue 6005-N 


0.0 


Liver Margin I ^ q 

(ODO4310) 1 


Normal Bladder 


43.2 


Melanoma Mets to Lung 
(OD04321) 


0.0 

t 

I 

... J 


Bladder Cancer 1023 


0.0 


Lung Margin (OD04321) i 0.0 


Bladder Cancer 
A302173 


0.0 


Ti - --Tirr nriuT ITr ir-i ■ - - > ■ • - " ■ 

t 

Normal Kidney i 8,8 


Bladder Cancer 
(OD047 18-01) 


0.0 


c 
c 

Kidney Ca, Nuclear \ ^ ^ 

grade 2 (OD04338) ^ 

1 


Bladder Normal 
Adjacent (OD047 18- 

03) 


13.2 


Kidney Margin 
(OD04338) 


1 , 

0.0 


Normal Ovary 


1 0.0 


Kidney Ca Nuclear grade 
Vz (OD04339) 


0.0 


Ovarian Cancer 
064008 


0.0 


Kidney Margin | ^ „ 
(OD04339) J 


Ovarian Cancer 
(OD047o8-07) 


0.0 


Kidney Ca, Clear cell 
type (OD04340) 


0.0 


Ovary Margin 

(0004768-08) 


0.0 


Kidney Margin 
(OD04340) 


14.2 

1 


Normal Stomach 


0.0 


Kidney Ca, Nuclear 
grade 3 (OD04348) 


0.0 


Gastric Cancer 
9060358 


0.0 

f — i...i..ia.«<.ijii..i 


Kidney Margin 1 ^ ^ 
(OD04348) i 


Stomach Margin 
9060359 


11.3 


Kidney Cancer 
(OD04622-01) ' 


0.0 

- 
- 


Gastric Cancer 
9060395 


0.0 


Kidney Margin | 
(OD04622-03) ! 


Stomach Margin 


0.0 


Kidney Cancer i 
(OD04450-01) 


0.0 


Gastric Cancer 
9060397 


0.0 


Kidney Margin i ~ 
(OD04450-03) I 


Stomach Margin 
9060396 


12.4 
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Kidney Cancer 8120607 



1 



0.0 



Gastric Cancer 
064005 



0.0 



Table AGE. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl790, Run 
165801864 


Tissue Name 


Rel. Exp.(%) 
Agl790, Run 
165801864 


i.n r,„~, ,..K.r:... .. .1 t. ■ r..r..r. .ffl 

Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act ] 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0.0 

~ tt ,fi ffr-nrrtt ..ft— — sii.'n n 1 — ~-r.„mrr; 


HUVEC TNF alpha + IFN 
gamma 


0.0 




1 8 


HUVEC TNF alpha + IL4 


7.5 


■s.Ts.rB.M fi. T.'U. <m. mtiiOr-fTifT r "-ti.iir n „.., .^3 

Secondary Th2 rest j 


0.0 


HUVEC IL- 11 


0.0 


Secondary Trl rest j 

tT I. .jw ni rr .r , * v n-M,. - — i 


0.0 


jLung iviicrovascuidr 
none 


0.0 


Primary Thl act j 


0.0 


Lriing iviicrovdbcu.idi jd^ 
TNFalpha + IL-lbeta 


0.0 

■ -nmsmmiBmrtr mrr t i-m'iv.tMv.wjwir»i»siiiiimiUBi'i!iiiiii.iii 


Primary Th2 act 


0.0 


iviicro vascular uermai ljk^ 
none 


0.0 


Primary Trl act 


0.0 


Microsvasuiar jjermai ex^ 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.0 


JbJroncmai epimeiium 
TNFaloha + ILlbeta 


5.7 


Primary Th2 rest 


0.0 


Small airway epithelium 


3.9 


Primary Trl rest 


0.0 


Small airway epitheUum 
TNFalnha + IL-lbeta 


56.3 


CD45RA CD4 
lympnocyie aci 


0.0 


Coronery artery SMC rest 




0.0 


CD45RO CD4 


0.0 


Coronery artery SMC 
TNFalDha + IL- 1 beta 

" c^,^ <..^.^ v r r t 


10.0 


i.t. - ' — - 

CD8 lymphocyte act 


0.0 


Astrocytes rest 


4.0 


Secondary CDS 

Ivmnhocvte rest 


0.0 


Astrocytes iJNraipnaT- 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphoc3^e none 


0.0 


KU-8 12 (Basophil) 
PMA/ionomycin 


0.0 




2ry Thl/Th2/Trl anti- 
CD95 CHU 


0.0 


CCDl 106 (Keratinocytes) 

none 


3.8 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


36.6 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 
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LAK cells IL-2+IL- 12 


0.0 


Lupus kidney 


— ....... . — _ 

8.8 




LAlv ceils IL-Zi^lrlN 


0.0 

- 


NCI-H292 none 


0.0 




LAK cells IL-2+ IL- 1 8 


0.0 




NCI-H292 IL-4 


0.0 




LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0,0 




NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 




Two Wav MLR 3 dav 1 


0.0 


NCI-H292 IFN gamma 


0.0 




Two Way MLR 5 day 


0.0 


HPAEC none 


2.6 




Two Way MLR 7 day 


0.0 


iXrixcx^ liNr aipna ^ il-i 
beta 


65.1 




PBMC rest 

.^,.,„.,„,^„»^^„. , — . .^..i 


0.0 


Lung fibroblast none 


0.0 




PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 




PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 




Kamos (h) ceiij none 




LvUng iiuruuidoL li-*-^' 


0 0 




Ramos (B cell) 
• 

lonomycm 


0.0 


Lung fibroblast IL-13 


0.0 




B lymphocytes PWM 


5.0 


Lung fibroblast IFN 
gamma 


0.0 


:: , H 
fir 


B lymphocytes CD40L 

1 TT A 

and iL-4 \ 


3.7 


Dermal fibroblast 

r^r^ni c\ic\ T-<acf 
y^K^DiK) fV rest 


0.0 




EOL-l dbcAMP 


0.0 


Dermal fibroblast 
t^L/JJiu/u iiNr aipna 


3.4 




JdUL-I abcAMr 
PMA/ionomycin 


0.0 


jjermai iiDroDiasi 
CCD 1070 IL-1 beta 


0.0 




Dendritic cells none 


0.0 


Dermal iiDroblast IrJN 


0.0 






0 0 


Dermal fibroblast IL-4 


0 0 




Dendritic cells anti- ! 
CD40 


0.0 


IBD Colitis 2 


5.7 




Monocytes rest 


0.0 


IBD Crohn's 


0.0 




Monocytes LPS j 


0.0 


Colon 


6.0 




Macrophages rest | 0.0 


Lung 


8.1 




Macrophages LPS | 


0.0 


Thymus 


20.7 




HUVEC none | 


0.0 


Kidney 


8.5 


1 


HUVEC starved 


0.0 







CNS_neurodegeneration_vl.O Summary: Ag2696 Expression of this gene is 
low/undetectable (CT>35) in all of the samples in this panel (data not shown). 
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Panel 1.3D Summary: Agl790 The GMAP002407_A gene is only expressed at detectable 
levels in the spleen (CT=33,9), an important site of secondary immune responses. Therefore, 
antibodies or small molecule therapeutics that block the function of this GPCR may be useful 
as anti-inflammatory therapeutics for the treatment of allergies, autoimmune diseases, and 
inflammatory diseases. 

Panel 2.2 Summary: Agl790 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 2D Summary: Ag2696 Expression of the GMAP002407_A gene is restricted to a 
lung cancer sample (CT-34.3). This gene appears to be overexpressed in lung cancer when 
compared to adjacent normal tissue. Therefore, expression of this gene could be used to as a 
marker for lung cancer. Furthermore, therapeutic modulation of the expression or function of 
the protein product, using small molecule drugs or antibodies, may be effective in the 
treatment of lung cancer. 

Panel 4D Summary: Agl79Q The GMAP002407_A gene is expressed at highest levels in 
small airway epithelium (CT=33.5). Therefore, expression of this gene could be used to 
distinguish small airway epithelium jfrom the other samples on this panel. Furthermore, 
antibodies or small molecule drugs that inhibit the action of the GMAP002407_A gene 
product may reduce or eUminate the symptoms in patients with asthma, allergies, and chronic 
obstructive pulmonary disease. Ag2696 Expression of this gene is low/undetectable (CT>35) 
in all of the samples in this panel (data not shown). 



AH. GMAL391156_B and GMAC024399_B: GPCR 

Expression of gene GMAL391156_B and variant GMAC024399_B was assessed 
using the primer-probe sets Agl788, Agl717, and Agl715, described in Tables AHA, AHB 
and AHC. Results of the RTQ-PCR mns are shown in Tables AHD and AHE. 



Table AHA . Probe Name Agl788 



Primers 


Sequences 

; ■ ~ ■ ■ -11 " r, ,1,1 n .1 -T....S tn - fi.ft -i 


Length; 


Start Position 


SEQ ID 
NO: 


Forward! 


5 ' -atcttcctcgagtcaGcaaact-3 ' 


22 I 


548 


375 
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Probe TET-5 ' -tgcctgcctggactcttacatcattg-3 -TAMRA 




■ h 1 1 ir'-[' ■^• ■■" T "tfilii 1 ■( f "'I'Tr 


J /O 


Reverse \5 ' -agtgcttagggaaagaattcca-3 ' 


22 


618 


-ill 


Table AHB. Probe Name Agl717 









Primers 


Sequences 


Length 


Start Position! 


SEQID 
NO: 


Forward: 


— -1 ,,„ 1, If , -,- - 1 ■ " .^^..^..^ ■,^^j^,.,.^rrm~^<-t - . fvi~i^'iF«..mi>i .yimnnirKiofiir-nmlniiTlnlaai 

5 ' -atcttcctcgagtcaccaaact-3 ' 


22 : 


548 


378 


Probe 


TET-5* -tgcctgcctggactcttacatcattg-3 ' -TAMRA; 


26 


570 


379 


Reverse 


5 ' -agtgcttagggaaagaattcca-3 ' 


22 i 


618 


380 



Table AHC . Probe Name Ag 1 7 1 5 



Primers 


Sequences 


Length 


Start Position 


SEQ ID 
NO: 


Forward 


5 ' -atcttcctcgagtcaccaaact-3 ' 


22 


548 


381 


Probe 


TET~5 ' -tgcctgcctggactcttacatcattg-3 ' -TAMRAj 


26 ; 


570 


382 


Reverse 


15 ' -agtgcttagggaaagaattcca-3 ' 


1 22 . 


618 


383 



Table AHD. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) 
Agl788, Run 
165974808 


Tissue Name 


Rel. Exp.(%) 
Agl788, Run 
165974808 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 
2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca.UO-31 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 


, , , ■ , -i. /, 

Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) 


0.0 


Liver (fetal) 


0.0 


Brain (amygdala) 


0.0 


Liver ca. 

(hepatoblast) HepQ2 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


0.0 

- • 


Lung ca. (small cell) 
LX-1 


0.0 


Brain (thalamus) 


0.0 

>S.«— 1 A T...,.J..J...,W..V J 


Lung ca. (small cell) 
NCI-H69 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 


0.0 
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^-^--^-^ — J 




QHP-77 






Spinal cord 


0.0 


Lung ca. (large 

cell liyy^x xlrr\j\J 


0.0 




Glio/astro U87-MG 


0.0 


Lung ca, (non-sm. 


0.0 




Glio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 


0.0 

— - - - ■ 




astrocytoma S W 1 783 


0.0 

1 ~ — ' ~ ' T ......i.i.^^^... ff ; 


Lung ca. (non-s.cell) 

— ffi -r — t,~, . ,.t n.ny.f!,,. rr:,,", . i 


0.0 




neuro*; met SK-N-AS ! 


0.0 


Lung ca. (non-s.cl) 


0.0 




astrocytoma SF-539 

- , - — 'i 


0.0 


SW 900 

t -I.- ' ' ' 


0.0 




astrocytoma SNB-75 




0.0 


NCI-H596 


0.0 




glioma oJNrJ- IV 


0 n 
u.u 


XVld.iillll<liy glallVJ 


' 0 0 




glioma U251 


0.0 


Breast ca.* (pl.ef) 

MPF 7 


0.0 




glioma SF-295 


0.0 


MDA-MB-231 


0.0 


ff I* 
* «»■ 


Heart (fetal) 


0.0 


Breast ca.* (pl.ef) 
T47D 


0.0 




T-lfi^lTt 


0.0 


Breast ca. BT-549 

•' ■ 


6.9 




Skeletal muscle (fetal) \ 


0.0 


Breast ca. MDA-N 

I.I ' ■ - 


0.0 




bKeietal muscle 


i 

n n 
u.u 


vjvary 


u.u 


'S H 


Bone marrow 


1.6 


Ovarian ca. 


0.0 




Thymus 


0.0 


Ovarian ca. 

CWJC^ A P /I 
Vj V U AK-H- 


0.0 




Spleen 


100.0 


Ovarian ca. 

U V U AK- J 

■ • • • . ■ ■ ^ 


0.0 

- ^ 




Lymph node 


0.0 


Ovarian ca. 
r^vpAP s 

\J V Alv-O 


0.0 

i — — ^ 




Colorectal 


2.4 


uvanan ca. iljivvj v - 
1 


0.0 




Stomach 


0.0 


Ovarian ca.* 
(ascites) SK-OV-3 


27.0 




Small intestine 


0.0 


Uterus 


0.0 




\^oion ca. o Vv4ou 


- ■ ' 

\J.\J 




0 0 




Colon ca.* 
SW620(SW480 met) 


^ — ....1 ' 

0.0 


Prostate 


0.0 




Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 
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.i 1 , , ■ 1 ,.l 1 i i , . i ,.....<■.■..■ 4,. <«<W4.<.<„,..,1 , 1, 

1 TT/~^Tr 11/' i 

Colon ca. HCT-1 16 




Testis 


u.u 


Colon ca. CaCo-2 


0.0 


Melanoma 

rlSOoo(Aj. 1 


0.0 




Colon ca. 

tissue(OD03o6o) 


0.0 


Melanoma* (met) 


0.0 


« " ^- 

Colon ca. HCC-2998 


0.0 


Melanoma UACC- 
oZ 


0.0 


Gastric ca.* (liver met) 
NCI-N87 


0.0 

n ~ ."n i' ■ " n..T-,..ni..irif.ii.^Tiii V.' 


Melanoma M14 


0.0 


— ^.-i— n .fi fi I,, .n 1 .-B nm . 

Bladder 


0.0 


IViClallUIIla ljV_/y\. 

IMVI 


0,0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 



Table AHE. Panel 4D 



Tissue Name 


Kei. 
Exp.(%) 
Agl717, , 

Run 
165767645 


ivei* 
Exp.(%) 
Agl788, 

Run 
165801807 


Tissue Name 


Exp.(%) 
Agl717, 

Run 
165767645 


Exp.(%) 
Agl788, 

Run 
165801807 


Secondary Thl act i 


2.5 


0.0 


HUVEC IL-lbeta 


0.0 


0.0 


Secondary Th2 act 


0.0 


0.0 


HUVECIFN 
gamma 


0.0 

II. - mOi .1 * .T f rr 


0.0 




Secondary Trl act \ 


0.0 


3.9 


HUVEC TNF 

alpha + IFN 
gamma 


0.0 


0.0 


Secondary Thl rest 


0.0 


0.0 


HUVEC TNF 
alpha + IL4 


0.0 


0.0 


Secondary Th2 rest 


0.0 


0.0 


HUVEC IL-1 1 


0.0 


0.0 


Secondary Trl rest 


0.0 


0.0 


Lung 

Microvascular EC 
none 


0.0 


0.0 


Primary Thl act 


0.0 


0.0 


Lung 

Microvascular EC 
TNFalpha + IL- 
lbeta 


0.0 


0.0 


Primary Th2 act 


0.0 


0.0 


Microvascular 
Dermal EC none 


0.0 


0.0 


Primary Trl act 


■ 

0.0 

1 \ 


0.0 


Microsvasular 
Dermal EC 
TNFalpha + IL- 
lbeta 

— ■,-.■,„»„■„■ .,„■ 


0.0 


0.0 


Primary Thl rest 


0.0 


0.0 


Bronchial 


0.0 


0.0 
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■ it 1 * 

epithehum 
TNFalpha + 
ILlbeta 






Primary Th2 rest 

- „ , 


0.0 


0.0 


Small airway 
epithehum none 

: A-asasi.s B_»« a sa i:—^ 


0.0 

■ -■- !f. i.niSi ii.ii^imn.ii.ifi 


0.0 

' ■ 


Primary Trl rest 


0.0 


0.0 


Small airway 
epithelium 
TNFalpha + IL- 
lbeta 


0.0 


0.0 




CD45RA CD4 
lymphocyte act 


0.0 


0.0 


Coroneiy artery 
SMC rest 


0.0 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


0.0 


Coronery artery 
SMC TNFalpha + 
IL-lbeta 


0.0 


0.0 


CDS lymphocyte 

act 


0.0 


0.0 


Astrocytes rest 


0.0 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 


0.0 


Astrocytes 
TNFalpha + IL- 

Ibeta 

■ TT -1 ■ . „_„„.■■■— 


0.0 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


2.2 


KU-812 
(Basophil) rest 


0.0 


0.0 


iTirrm-nT ii-ionii-TiTmitni-nrT ■" 

C04 Ivmnhocvte 
none 


0.0 


0.0 


KU-812 

(Basophil) 

PMA/ionomycin 


0.0 


0.0 


: 

2ry 

Thl/Th2/Trl_anti- 
CD95CH11 


0.0 


0.0 


CCD1106 

(Keratinocytes) 

none 


0.0 


0.0 


LAK cells rest 


0.0 


■ 

0.0 


CCD1106 
(Keratinocytes) 
1 Nr alpha + IL- 
lbeta 


0.0 


0.0 


LAK cells IL-2 


0.0 


0.0 


Liver cirrnosis 


1 AA A 


1 AA A 


LAK cells IL- 

2+IH2 


0.0 


0.0 


Lupus kidney 


0.0 


0.0 


LAK cells IL- 

2+IFN gamma 


" 

0.0 


0.0 


NCI-H292 none 

_ , , _ _ 


0.0 

: 


0.0 


- ■' — ^ — • " — — 
LAK cells IL-2+ 

IL-18 


0.0 


0.0 


NCI-H292 IL-4 


0.0 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


0.0 


NCI-H292 IL-9 


0.0 


0.0 

^ 


JNJS. L^eiis iJL-z rest 


n 0 

U.v 

-. ............ - -.- - 


— = ; 

0 0 

\J.\J 




0 0 


0 0 


Two Way MLR 3 

day 


0.0 


22.5 


NCI-H292 IFN 
gamma 


0.0 


0.0 


Two Way MLR 5 

day 


0.0 

- — ~ -J 


0.0 


HPAEC none 


0.0 


0.0 
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Two Way MLR 7 

day 


0.0 


0.0 


HPAEC TNF 
alpha + IL-1 beta 


0.0 


0.0 


PBMC rest 


...1 f . . 1 

0.0 


0.0 


Lung fibroblast 
none 


0.0 

a.rii r . »■ t i - - n 


0.0 

_ — — 


PBMC PWM 


0.0 


0.0 


Lung fibroblast 
TNF alpha + IL-1 

UCuX 


0.0 


0.0 


PBMC PHA-L 


0.0 


0.0 


Lung fibroblast 


0.0 


4.0 


Ramos (B cell) 
none 

. - 


0.0 


0.0 


Lung fibroblast 


0.0 


0.0 


Ramos (B cell) 

• « 

lonomycin 


0.0 


0.0 

■ 


Lung fibroblast 

IT -1 


0.0 

1 


0.0 


B lymphocytes 
PWM 


0.0 


0.0 


Lung fibroblast 
IFN gamma 


0.0 

: - - ■ 


0.0 


„iff 1 . 1 =-! 

B lymphocytes 
CD40L and IL-4 


0.0 


0.0 


Dermal fibroblast 
CCD 1 070 rest 


0.0 


0.0 


EOL-I dbcAMP 


0.0 


0.0 


Dermal fibroblast 
CCD 1070 TNF 
alpha 


0.0 


2.0 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


0.0 


"i~x 1 CI 11 J ■ 

Dermal ribroblast ; 
CCD1070 IL-1 

Deta 


0.0 


0.0 


Dendritic cells 
none 


0.0 


0.0 


Dermal fibroblast : 
iriN gamma 


0.0 


0.0 


Dendritic cells LPS 


0.0 


0.0 


jjermai iiDroDiasL ; 
|lL-4 


0.0 


0.0 


T^priHritif* fpll^ anfi- 

lyL/llUilliL/ \^V/iiO ulitl 

CD40 


0.0 


0.0 


IBD Colitis 2 


49.3 


54.0 


Monocytes rest 


0.0 


0.0 


IBD Crohn's 


8.8 


2.0 


Monocytes LPS 


0.0 


0.0 


Colon 


0.0 


3.5 




Macrophages rest 


0.0 


0.0 


Lung 


0.0 


9.2 


Macrophages LPS 


0.0 


0.0 


Thymus 


0.0 


0.0 


HUVEC none 


0.0 


0.0 


Kidney 


0.0 


0.0 


HUVEC starved 


- 

0.0 


0.0 







Panel L3D Summary: Agl788 The GMAL391156_B gene is expressed at detectable levels 
only in the spleen (CT = 33), an important site of secondary immune responses. Therefore, 
antibodies or small molecule therapeutics that block the function of this GPCR may be usefiil 
as anti-inflammatory tfierapeutics for the treatment of allergies, autoimmune diseases, and 
inflammatory diseases. 
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Panel 2.2 Summary: Agl788 Expression of this gene is low/undetectable (CTs > 35) in all 
samples on this panel (data not shown). 

Panel 4D Summary: Agl717/Agl788 Results from two experiments using probe/primer 
sets of identical sequence are in good agreement. Highest expression of the GMAL391 156_B 
gene is seen in liver cirrhosis (CT=32). Furthermore, no expression in nomial liver is seen in Panel 
1.3D, suggesting that its expression is unique to liver cirrhosis. This gene encodes a putative GPCR; 
therefore, antibodies or small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver 
cirrhosis. In addition, antibodies to this putative GPCR could also be used for the diagnosis of liver 
cirrhosis. 

Low but significant expression is also seen in a sample derived from a patient with 
IBD colitis (CT 33), but not in normal colon. This observation suggests that the protein 
encoded by this gene may be involved in the inflammatory bowel disease process. Therefore, 
therapeutic modulation of the expression or function of this gene product could potentially be 
useful in treating the symptoms of this disease. 

Agl715 Expression of this gene is low/undetectable (CTs > 35) in all samples on this panel 
(data not shovm). 



AL GMAL356019_D: GPCR 

Expression of gene GMAL356019_D was assessed using the primer-probe set 
Agl785, described in Table AIA. Results of the RTQ-PCR runs are shown in Tables AIB and 
AIC. 



Table AIA . Probe Name Agl785 



- 

Primers 


Sequences 


Length 


Start Position 


SEQID 
NO: 

mTiWf nfiii**Bi»itiiin mum 


Forward 


5 ' -tgtgcttaaggttccttcttca-3 ' 


22 


673 


384 


Probe 


TET-5 * -atggcaaaaggccatctctacctgtg-3 * -TAMRA 


26 i 


700 


385 


Reverse j 


5 ' -atggctccatagaacagagaca-3 ' 


22 i 


744 


386 



Table AIB. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) 
Ael785. Run 


Tissue Name 


Rel. Exp.(%) 
Ael785. Run 
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. .[ 








Liver adenocarcinoma j 


J4.Z j 


rviUTiey ^iuiaiy 


0 0 


Pancreas | 


i 1 j 


ivcndi ud.. / ou-v 


0 0 

V/. V 


Pancreatic ca, CAr AIN j 

7 1 

1 


11.1 


Renal ca. A498 


7.3 




— . 


Renal ca. RXF 393 


30.6 


TTVivmi^l 1 


00 i 


Renal ca. ACHN 


0.0 


Salivary gland j 


11.8 1 


Renal ca. UO-31 


10.5 


Pituitary gland 


y.i 


Kenai ca. i Jv- 1 u 


0 n 

v.U 


Brain (fetal) 


31.0 


Liver 


0 0 


Bram (whole) 


1 A /I 


jLiver ^leiai j 


V/.V/ 


Brain (amygdala) 


0.0 


Liver ca. 

^nepatouiasij ncpvjz, 

— ~ — — • — — — •■• 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


^ ^.-.^-..-.Mr. j,.i.:ia-,.-M',r..«...!l ~1 .m.rftf ' -»i i u 

Brain (hippocampus) 


0.0 


Lung (fetal) 


21.8 

-rfft T- — - ITTf- fill— 




0.0 


Lung ca. (small cell) i 
LX-1 


0.0 




0 0 

■ 


Lung ca. (small cell) 
NCI-H69 


11.4 




00 


Lung ca. (s.cell var.) 
SHP-77 


0.0 




00 


Lung ca. (large 
cell)NCI-H460 


0.0 


niin/fl<jtTn TTR7-MG 


00 


Lung ca. (non-sm. 
cell) A549 


10.4 


vJllU/a.oLlvJ U"-110-iV1Vj 


0 0 


Lung ca. (non-s.cell) 
NCI-H23 


23.0 


ao irocy LUIlla O V V 1 / OJ 


18 8 


Lung ca. (non-s.cell) 
HOP-62 


0.0 




9 1 


Lung ca. (non-s.cl) 
NCI-H522 


10.7 


igniiiiiMmf,.,tir»mBi»mmi^^ ifaBr-TirtvnrT^raata 

astrocytoma SF-539 


5.0 


Lung ca. (squam.) 

SW 900 


11.6 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 


glioma SNB-19 


0.0 


Mammary gland 


0.0 


VjilUillCt kJZ^^Jl 


0 0 


Breast ca.* (pl.ef) 
MCF-7 


8.3 


glioma SF-295 


0.0 


Breast ca.* (pl.ef) 
MDA-MB-231 


29.5 


Heart (fetal) 


0.0 


Breast ca.* (pl.ef) 
T47D 


0.0 


Heart 


19.6 


Breast ca. BT-549 


4.5 
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Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N 


0.0 




Skeletal muscle 


0.0 


Ovary 


0.0 




Bone marrow 


0.0 


Ovarian ca. 
OVCAR-3 


0.0 




Thvmus 


2.0 

- — - — " 


Ovarian ca. 
OVCAR-4 


0.0 






100.0 


Ovarian ca. 
OVCAR-5 


0.0 




Lvmoh node 


0.0 


Ovarian ca. 
OVCAR-8 


0.0 




Colorectal 


0.0 


Ovanan ca. IGROV- 

1 
1 


0.0 




— ■— - >f >TH — .. Tiff "-^r- 

Stomach 

- - J 


0.0 


Ovarian ca.* 
(ascitesj oiv-wVo 


81.2 




Small intestine 


8.4 : 


Uterus 


6.0 




Colon ca. SW480 


0.0 


Plancenta 


16.3 




Colon ca.* 
SW620(SW480 met) 


0.0 


Prostate 


0.0 


***** 

SI taKo 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 

metjrCo 


0.0 




Colon ca.HCT-1 16 


0.0 


Testis 


8.2 


n V H 

■::r ■• 


rnlfvn ca rar"o-2 


00 


Melanoma 
Hs688(A).T 


10.4 




Colon ca. 


0 0 


Melanoma* (met) 


9.3 




tissue(OD03866) 


Hs688(B).T 




."Tis :; 

». ^ 1. ■ 


rnlon ca Hrr-2998 


. 

0 0 


Melanoma UACC- 
62 


0.0 




Gastric ca.* (liver met) 
NCI-N87 


0 0 


Melanoma M14 


10.9 




Bladder 


^ — >~ 

11.7 


Melanoma LXJX 
IMVI 


11.2 




Trachea 


3.0 


Melanoma* (met) 
SK-MEL-5 


0.0 




Kidney 


11.0 


Adipose 


0.0 



Table AIC. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl785, Run 
165809004 


Tissue Name 


Rel. Exp.(%) 
Agl785, Run 
165809004 

' iVI.'.f — i- t.KWH 


— ■ 1..^ ^.i^ .■■ 

Secondary Thl act 


6.7 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


7.6 


HUVEC IFN gamma 


10.6 


Secondary Trl act 


5.3 


HUVEC TNF alpha + IFN 
gamma 


0.0 



Secondary Thl rest j 


2.9 


HUVEC INF alpha + IL4 : 


2.7 


Secondary Th2 rest j 


A A 

4.4 


HUVECIL-11 


A A 
U.U 


Secondary Trl rest 


11.0 


Lung Microvascular EC 
none 


9,5 


Primary Thl act 

„ : 


0.0 


Lung Microvascular EC 
TNFalpha + IL- 1 beta 


20.3 


: 

Primaty Th2 act 


0.0 


Microvascular Dermal EC 
none 


11.2 


Primary Trl act 


3.1 


Microsvasular Dermal EC 

TTk I 1 ^ 1 "1 1 TT 11 ... i.^ 

TNFalpha + IL-lbeta 


12.1 


Primary Thl rest 


8.2 


Bronchial epithelium 
TNFalpha + ILlbeta 


2.3 


Primary Th2 rest 


3.1 


Small airway epithehum 
none 


11.4 


Primary Trl rest 


6.5 


Small airway epithelium 
TNFalpha + IL-lbeta 


38.7 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


10.2 


Coronery artery SMC 
TNFalpha + IL-lbeta 


2.4 


' — ■■— ■ ■■■ ■ — " ' ' , 

CDS lymphocyte act 


5.6 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


11.0 


Astrocytes TNFalpha + 
IL-lbeta 


10.1 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


3.8 


CD4 Ivmohocyte none 


33.0 


KU-812 (Basophil) 
PMA/ionomycm 


17.2 




2iy Thl/Th2/Trl_anti- 
CD95 CrLil 


13.0 


CCDl 106 (Keratmocytes) 
none 


12.2 

- < 


. 1 f • " — — < 

LAK cells rest 


0.7 


CCDl 106 (Keratinocytes) 
iJNraipna ^ uL-ioeia 


13.9 


' - • < . ./ ir . « t 

T A 11 TT O 

LAK cells IL-2 


T , J « ■■ 

A 1 

4.1 


Liver cirrnosis 

... - _ . . c ' ' . r 1 


1 no n 

■ H P ..I. ■■! 1. .. 


LAK cells IL-24-IL-12 


17.0 


Lupus kidney 


7.0 


LAK cells IL-2+IFN 
gamma 


27.2 


NCI-H292 none 


17.7 


TAT/" TT TT 10 

LAK cells 1L-Z+ IL- 1 O 


5-4 


XTPT TT9Q7 TT A 





LAK cells 

PMA/ionomycin 


0.0 


NCI-H292 IL-9 


14.1 


iNJv v^eiis iLr-z rcbi 




NrT-H292 TL-13 


5 5 


Two Way MLR 3 day 


7.0 


NCI-H292 IFN gamma 


9.7 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha + IL-1 

beta 


6.3 
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r dMU rest ] 


0 n 


T lino fil^rnV>l?i<it nnnp 


15 5 




PBMC PWM 


6.7 


Lung fibroblast TNF alpha 

-L TT 1 Kpfa 
< lJU-i UCLd 


7.8 




PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


10.2 




Ramos (B cell) none 


7.3 


Lung fibroblast lL-9 






Ramos (B cell) 
ionomycin 


4.5 


Lung fibroblast IL- 1 3 


11.6 




B lymphocytes PWM 


4.7 


Lung fibroblast IFN 

gamma 


20.7 




B lymphocytes CD40L 
and IL-4 


0.0 


Dermal fibroblast 
CCD 1070 rest 


8.5 




EOL-1 dbcAMP 


3.2 


Dermal fibroblast 
CCD 1 070 TNF alpha 


23.7 




EOL-1 dbcAMP 
PMA/ionomycin 


3.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


3.7 




Dendritic cells none 


9.8 


1 r~1 1^1 A- TT7XT 

Dermal fibroblast IFN 

gairinid. 


0.0 




Dendntic cells Lrb 




jL/ermai iiDrooiabi il^-h 






Dendntic cells anti- 
rD40 


5.0 


IBD Colitis 2 


18.6 

1 III ■ ..Ti T-.,..ir— — - 


id 




0.0 


IBD Crohn's ; 


11.9 


r» ' 


Monocytes LPS 

y 


0.0 


Colon 


22.5 




Macrophages rest 


10.7 


Lung 


3.8 




Macrophages LPS 


0.0 


Thymus 


10.2 




HUVEC none 


6.1 


Kidney 


4.3 


" 'Up* 


HUVEC starved 

^-■..■■..■niri>....r ,-„ .,.,.^n»,«.»„.f,., „ ,..1..r.,.«i^*llW««IW»«M..< 


8.0 








Panel 1.3D Summary: Agl785 Expression of the GMAL356019_D gene is highest in 
spleen (CT = 34.1), an important site of secondary immune responses. Therefore, expression 
of this gene can be used to distinguish spleen fi:om the other samples on this panel. 
Furthermore, antibodies or small molecule therapeutics that block the function of this GPCR 
5 may be useful as anti-inflammatory therapeutics for the treatment of allergies, autoimmune 
diseases, and inflammatory diseases. This gene is also expressed at low but significant levels 
in an ovarian cancer cell line. 

Panel 2.2 Summary: Agl785 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

10 Panel 4D Summary: Agl785 Expression of the GMAL356019_D gene is highest in a liver 
cirrhosis sample (CT = 31.9). Furthermore, no expression in normal liver is seen in Panel 1,3D, 

432 



suggesting that its expression is unique to liver cirrhosis. This gene encodes a putative GPCR; 
therefore, antibodies or small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver 
cirrhosis. In addition, antibodies to this putative GPCR could also be used for the diagnosis of liver 
cirrhosis, 

5 This gene is also expressed at low levels in TNF-alpha+IL-1 beta-stimulated small 

airway epithelium, resting CD4 T lymphocytes, IL-2H-IFN-gamma-stimulated LAK cells, and 
TNF-alpha-stimulated CCD 1070 dermal fibroblasts. Therefore, antibodies or small molecule 
drugs that inhibit the function of this gene product may reduce or eliminate the symptoms of 
patients with asthma, allergies, and psoriasis. In addition, the low-level expression in both 
10 resting CD4 T lymphocytes and cytokine-stimulated LAK cells indicate that small molecule 
drugs that inhibit the function of the GPCR encoded by this gene may also reduce or 
eliminate the symptoms of patients with various T cell-dependent autoimmune and 
inflammatory diseases, such as, but not limited to, rheumatoid arthritis, inflammatory bowel 
diseases, and multiple sclerosis. 

15 

AJ. GMAL163152_D AND GMAL356019_A: GPCR 

Expression of gene GMAL163152_D and variant GMAL356019_A was assessed 
using the primer-probe sets Ag2484, Agl781, Agl783 and Agl583, described in Tables AJA, 
AJB, AJC and AJD. Results of the RTQ-PCR runs are shown in Tables AJE and AJF. 

20 Table AJA . Probe Name Ag2484 



i 

Primers 


Sequences 


Length 


Start 
Position 


SEQ 
ID NO: 


Forward 


5 • -ggctacttgtacaatggaatgg-3 ' 


22 


467 


387 


Probe 


TET-5 ' -caagccacagaaccaacgataatgca-3 ' - 
TAMRA 


26 


431 


388 


Reverse i 


5 ' -tcaaccatcatgaaccctagag-3 ' 


22 


402 389 



Table AJB . Probe Name Agl781 



Primers 


Sequences 


Length 


Start 
Position 


SEQ 
ID NO: 


Forward 


5 ' -gatgctcaacttctggtctttg-3 ' 


22 


69 


! 390 


Probe 


TET-5 • -catcctccctggaaatttcctcatca-3 * - 


26 


116 


! 391 
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Table AJC . Probe Name Agl783 



Primers 


Sequences 


Length 


Start 
Position 


SEQ 
ID NO: 


Forward 


5 ' -gatgctcaacttctggtctttg-3 ' 


— — ^ 
22 


69 


393 


,,^,,„ i 

Probe 


TET-5 ' -catcctccctggaaatttcctcatca-3 ' - 
TAMRA 


26 


116 


394 


Reverse 


5 ' -cagggtctgactttatggtgaa-3 ' 


22 

■• ■ -111 1 11-1 ■I--"' 


144 


395 



Table AJD. Probe Name Agl583 



Primers 


Sequences 

. . « ' 


Length 


Start 
Position 


SEQ 
ID NO: 


Forward 


5 ' -gatgctcaacttctggtctttg-3 ' 


22 i 


69 


396 


Probe 


TET-5 ' -catcctccctggaaatttcctcatca-3 ' - 
TAMRA 

„ ^ ^..■^^jetrwm ■'-^.!T«.a — >T ft irT«ri..ii7>i.»iaiait.JW.,smT TirrrnT -w .w..,r- f^,- 


26 


116 

^ — ^ ■-. — irrrnr^nnT nr r - 


397 


Reverse 


5 ' -cagggtctgactttatggtgaa-3 ' 


22 


144 1 


398 



Table AJE. Panel 1 .3D 



Tissue Name 


Rel. Exp.(%) 
Agl781, Run 
165941533 


Rel. Exp.(%) 
Agl783, Run 
165941554 


Tissue Name 


Rel. Exp.(%)! 
Agl781, Run! 
165941533 


Rel. Exp.(%) 
Agl783, Run 
165941554 


Liver 

adenocarcinoma 


2.0 


0.0 


Kidney (fetal) 

„^ ■ A— n"-— /J 


0.0 


0.0 


Pancreas 


0.0 


0.0 


Renal ca. 786- 
0 


0.0 


0.0 


Pancreatic ca. 
CAP AN 2 


0.0 


0.0 


Renal ca. 
A498 


0.0 


0.0 


Adrenal gland 


0.0 


0.0 


Renal ca. RXF 
393 


7.6 


0.0 


Thyroid 


0.0 


0.0 


Renal ca. 

ACHN 


0.0 


0.0 


Salivary gland 


0.0 


0.0 


Renal ca. UO- 
31 


0.0 


0.0 


Pituitary gland 


0.0 


0.0 


Renal ca. TK- 
10 


0.0 


0.0 


Brain (fetal) 


0.0 


0.0 


Liver 


0.0 


0.0 


^..^iL^.^ x ■-I'-iTi ,....e..ir.rmiia — 

Brain (whole) 


0.0 


0.0 


Liver (fetal) 


0.0 


0.0 


Brain (amygdala) 


0.0 


0.0 


Liver ca. 

(hepatoblast) 

HepG2 


0.0 


0.0 
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Brain (cerebellum) 1 


0.0 


0.0 


Lung 1 


0.0 1 


0.0 


i.WMiiiii ,».Miir rill. Ill IM. -•■ 

Brain 

(hippocampus) 


0.0 


0.0 

-~ — " 


Lung (fetal) 


0.0 


0.0 


rsram ^suDsianiia 
nigra) 


0.0 


0.0 

,-i,.a_-<ew — r ffi n.. ..t- — aas 


Lung ca. 
(small cell) 
LX-1 


0.0 


0.0 


Brain (thalamus) 


0.0 


0.0 


Lung ca. 

(small cell) 
NCI-H69 

■1 f *- — - -- — ' 


0.0 


0.0 


Cerebral Cortex 


0.0 


0.0 


Lung ca. 
(s.cell var.) 
SHP-77 


0.0 

X 1 <• i 


0.0 


Spinal cord 


0.0 


0.0 


Lung ca. 
(large 
cell)NCI- 
H460 


0.0 


0.0 


Glio/astro U87- 
MG 


0.0 


0.0 


Lung ca. (non- 
sm. cell) A549 


0.0 


0.0 


glio/astro U-l 18- ; 
MG 


0.0 


0.0 


Lungca. (non- 
s.cell) NCI- 
H23 


0.0 


0.0 


astrocytoma 

SW1783 


0.0 


0.0 


Lung ca. (non- 
s.cell) HOP-62 


0.0 


0.0 


neuro*; met SK-N- 
AS 


0.0 


0.0 


Lung ca. (non- 
sxl) NCI- 
H522 


0.0 


0.0 


astrocytoma SF- 
539 


0.0 


0.0 


Lung ca. 
(squam.) SW 
900 


0.0 


0.0 


astrocytoma SNB- 
75 


0.0 


0.0 


Lung ca. 
(squam,) NCI- 
H596 


0.0 


0.0 


„, - ,11, ,■„-,-,•• T r-f 1-1 ■"' 

Glioma SNB- 19 


0.0 


0.0 


Mammary 
gland 


0.0 


0.0 


Glioma U251 


0.0 


14.5 


Breast ca.* 
(pLef) MCF-7 


0.0 


0.0 

, 


Glioma SF-295 


0.0 

- ~ - 


0.0 


Breast ca.* 
(plef) MDA- 
MB-23 1 


0.0 


0.0 


Heart (fetal) 


0.0 


0.0 


Breast ca.* 
(pl.et) i4/D 


0.0 

111- 


0.0 


, — — 

Heart 


0.0 


0.0 


Breast ca. BT- 
549 


0.0 


0.0 


Skeletal muscle 

(fetal) 


0.0 


0.0 


Breast ca. 
MDA-N 


0.0 


0.0 



435 



' ' «■■. 

Skeletal muscle 


"""" "" "" 

0.0 


0.0 


Ovary 


■i,i.i.......i.i..ii..iiii..ii.i>'i 

0,U 


A A 

u.u 


Bone marrow 


0.0 


0.0 


Ovarian ca. 
OVCAR-3 


0.0 


0.0 


Thymus 


0.0 


0.0 


Ovarian ca. 

/~\\ Jt^ KT% A 

OVCAK-4 


0.0 


0,0 


Spleen 


100.0 


100.0 


Ovarian ca. 

r/^ AT* c 

OVCAR-5 

-. .-^ 


0.0 


0.0 


" * " -------- -« I— 

Lymph node 


0.0 


0.0 


Ovarian ca. 
OVCAR-8 ! 


0.0 


0.0 


Colorectal 


2.0 


0.0 


Ovarian ca. 
IGROV-1 


0.0 


0.0 

~ — - ~ — 


Stomach 


0.0 


0.0 


Ovanan ca.* 
(ascites) SK- 
OV-3 


5.5 


32.3 


Small intestine 


0.0 


0.0 


Uterus 


0.0 


0.0 


Colon ca. SW480 i 


0.0 


0.0 


Plancenta 


0.0 


0.0 


Colon ca.* 

SW620(SW480 
met) 


0.0 


0.0 


Prostate 


0.0 


0.0 


Colon ca. HT29 


0.0 


0.0 


Prostate ca,* 
(bone met)PC-i 
3 


0.0 

1 ■ . n ..1 > \ 


0.0 


Colon ca. HCT- 
116 


0.0 


0.0 


Testis 


1.1 

. ^ 


13.3 




Colon ca. CaCo-2 


0.0 


0.0 


Melanoma 

Hs688(A).T 


0.0 

■ 


0.0 


Colon ca. 
tissuefOD03866) 


0.0 


0.0 

■ 


Melanoma* 
(met) 

Hs688(B).T 


0.0 


0.0 


Colon ca. HCC- 

2998 


0.0 


0.0 


Melanoma 

UACC-62 


0.0 


0.0 


Gastric ca.* (liver 
met) NCI-N87 


0.0 


11.4 


Melanoma 
M14 


0.0 


0.0 


Bladder 


0,0 


0.0 


Melanoma 
LOX IMVI 


0.0 


0.0 


Trachea 


0.0 


0.0 


Melanoma* 
(met) SK- 
MEL-5 


0.0 


0.0 


Kidney 


0.0 


0.0 


Adipose 


0.0 


0.0 


Table AJF. Panel 4D 


Tissue Name 


Rel. I 


Rel. T„ Rel. 
^ Tissue Name ^ .^/^ 
Exx}.(%) ExdAVo) 


i Rel. 
ExD.f%) 
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j 


Agl781, 

Run 
165806967 


Agl783, 

Run 
165807017 




Agl781, 

Run 
165806967 


Agl783, 

Run 
165807017 

n nii-» ....r - * - f!..riiiff iiffiifiriii 


Secondary Thl act ; 


0.0 


0.0 


HUVEC IL-lbeta 


0.0 


0.0 


Secondary Th2 act ] 


0.0 


0.0 


HUVEC IFN 
gamma 


0.0 


0.0 


n .1 a..iT, 1 frr..' 

Secondary Trl act \ 


0.0 


13.2 


HUVEC TNF 

alpha + IFN 
gamma 


0.0 


0.0 


Secondary Thl rest 


0.0 


0.0 


HUVEC TNF 
alpha + IL4 


0.0 


0.0 


Secondary Th2 rest 


0.0 


0.0 


HUVEC IL-1 1 


0.0 


0.0 


Secondary Trl rest 


0.0 


0.0 

' =" : 


Lung 

Microvascular EC 

none 

— , . — ^ 


0.0 

— ' ' 


0.0 

K.j t , ifii. vt.- J. .taf.i 


- -•• ■- ^^ 

■ 

Primary Thl act 


■ 

0.0 


0.0 


Lung 

Microvascular EC 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 


rnmary 1 nz act 


U.U 


U.U 


Microvascular 
Dermal EC none 


0 0 

V/.V 


0 0 


Primary Trl act 


0.0 

- - — — ; 


0.0 


Microsvasular 
Dermal EC 
TNFalpha + IL- 
lbeta 


0.0 


0.0 


Primary Thl rest 


0.0 


0.0 


Bronchial 
epithelium 
TNFalpha + 
ILlbeta 


0.0 


0.0 


Primary Th2 rest 


U.U 


U.U 


Small airway 

epithelium none 




0 0 

V/.V 


Primary Trl rest 


0.0 


0.0 


Small airway 
epithelium 
TNFalpha + IL- 
lbeta 


3.0 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


9.4 


Coroneiy artery 
SMC rest 

BiB , - 1 III rr ^,^ • t i.- : 


0.0 


0.0 


CD45RO CD4 

lymphocyte act 


0.0 


0.0 


Coronery artery 
SMC TNFalpha + 

IL-lbeta 


0.0 


0.0 


CDS lymphocyte 

act 


0.0 


0.0 


Astrocytes rest 


0.0 


0.0 

.1 ( ' — .i 


Secondary CDS 
lymphocyte rest 


0.0 




0.0 


Astrocytes 
TNFalpha + IL- 
lbeta 


0.0 


0.0 
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Secondary CDS 
lymphocyte act 


0.0 


0.0 


KU-812 
(Basophil) rest 


0.0 


0.0 


K^\jH lympnocyxe 
none 


0.0 


0.0 


KU-812 

(Basophil) 

PMA/ionomycin 


0.0 


0.0 


2iy 

Thl/Th2/Trl anti- 
CD95 CHll 


0.0 


0.0 


CCD 1106 

(Keratinocytes) 

none 


0.0 


0.0 


LAK cells rest 


.r..„.m,r..r. . . ,.....u ■ <■ ■ >; 

i 

0.0 


0.0 


CCD1106 
(Keratinoc5^es) 

nnx TT~" 1 L 1 TT 

TNFalpha + IL- 
Ibeta 


0.0 


0.0 


; ■■ • ; 

LAK cells IL-2 


0.0 1 


0.0 

. *-i 


Liver cirrhosis 


100.0 


100.0 


LAK cells IL- 
2+IL-12 


0.0 

\ 


0.0 


Lupus kidney 


0.0 


0.0 


LAK cells IL- 
2+IFN gamma 


0.0 

: 

; 


0.0 


NCI-H292 none 


0.0 


0.0 


LAK cells IL-2+ 
IL-18 


0.0 


0.0 

■ 


NCI-H292 IL-4 


0.0 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


0.0 


NCI-H292 IL-9 


0.0 


0.0 


NK Cells IL-2 rest ; 


■ 

4.8 i 


0.0 


NCI-H292 IL~13 


0.0 


0.0 


Two Way MLR 3 

day 


0.0 

■ 


6.5 


NCI-H292 IFN 
gamma 


0.0 


0.0 


Two Way MLR 5 

day 


00 


0.0 


HPAEC none 


0.0 


0.0 


Two Way MLR 7 
day 


0.0 


0.0 


HPAEC TNF 
alpha + IL-1 beta 


0.0 


0.0 


PBMC rest 


0.0 


inrniiiifirirmii iiir.iiniri.miirn.ninif.wirm r 

0.0 

— . ; 


Lung fibroblast 

none 


0.0 


0.0 


PBMC PWM 


0.0 


0.0 


Lung fibroblast 
TNF alpha + IL-1 
beta 


0.0 


0.0 

f 


PRMC PHA-L 


00 

. . — — 


0.0 


Lung fibroblast 
IL-4 


0.0 


0.0 


Ramos (B cell) 
none 


0.0 




0.0 


Lung fibroblast 
IL-9 


0.0 


0.0 


Ramos (B cell) 
ionomycin 


0,0 


0.0 


Lung fibroblast 

TT 4 ^ 

IL-1 3 


0.0 


0.0 


B lymphocytes 
PWM 


0.0 


0.0 


Lung iioroolast 
IFN gamma 


0.0 


0.0 


B lymphocytes 
CD40L and IL-4 


0.0 


8.2 


Dermal fibroblast 
CCD 1070 rest 


0.0 


0.0 


EOL-1 dbcAMP 


0.0 


0.0 


Dermal fibroblast 


9.5 


0.0 
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CCD1070 TNF 
alpha 






EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


0.0 


Dermal fibroblast 

CCD1070IL-1 

beta 


0.0 


0.0 


Dendritic cells 
none 


• 

0.0 

■ 


0.0 


Dermal fibroblast 
IrN gamma 


0.0 


0.0 


Dendritic cells LPS 


0.0 

• 


0.0 


Dermal fibroblast 
TI -4 


0.0 


0.0 


Dendntic ceils anti- 
CD40 


0.0 


0.0 


IBD Colitis 2 


19.3 


38.7 


Monocytes rest 


0.0 ; 


0.0 


IBD Crohn's 


3.1 


18.3 


; iiifci 1 III 

Monocytes LPS 


0.0 ■ 


0.0 


Colon 


11.9 


7.4 


Macrophages rest 


0.0 


0.0 


Lung 


0.0 


0.0 


Macrophages LPS 


! 0.0 


0.0 

imiiiT..i«!Tiiiii:T'~ — r iTrr..TniTiTr if 


Thymus 


4.8 


0.0 


HUVEC none } 0.0 


0.0 


Kidney 

. . ~ — . - - - ' 


0.0 


0.0 


HUVEC starved | 0.0 


0.0 




1 ! 



CNS_neurodegeneration_vl.O Summary: Ag2484 Expression of this gene is 
low/undetectable (CT values >35) in all samples on this panel (data not shown). 



Panel 1.3D Summary: Agl783/Agl781 Results from two experiments with the same 
probe/primer set are in good agreement, with significant expression of the GMAL163152_D 
gene limited to the spleen, an important site of secondary immune responses. Therefore, expression 
of this gene can be used to distinguish spleen from the other samples on this panel. Furthermore, 
antibodies or small molecule therapeutics that block the function of this GPCR may be useful as anti- 
inflammatory therapeutics for the treatment of allergies, autoimmune diseases, and inflammatory 
diseases. Ag2484/Agl583 Expression of this gene is low/undetectable (CT values >35) in all 
samples on this panel (data not shown). 

Panel 2.2 Summary: Agl783/Agl781/Agl583 Expression of the GMAL163152_D gene in 
panel 2.2 is low/undetectable (CT values >35) in all samples (data not shown). 

Panel 4D Summary: Agl783/Agl781 Two experiments using the same probe and primer 
set are in very good agreement, with significant expression of the GMAL163152_D gene 
limited to a sample from liver cirrhosis. Furthermore, expression of this gene is not detected in 
normal liver in Panel 1.3D, suggesting that its expression is unique to liver cirrhosis. This gene 
encodes a putative GPCR; therefore, antibodies or small molecule therapeutics could reduce or inhibit 

fibrosis that occurs in liver cirrhosis. In addition, antibodies to this putative GPCR could also be used 
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for the diagnosis of liver cirrhosis. Agl583/Ag2484 Expression of this gene is low/undetectable 
(CT values >35) across all of the samples on this panel (data not shown). 



AK. GMAC016856_A: GPCR 

Expression of gene GMAC016856_A was assessed using the primer-probe set 
Agl745, described in Table AKA. Results of the RTQ-PCR runs are shown in Tables AKB 
and AKC. 



Table AKA. Probe Name Agl745 



Primers 


Sequeaces 


Length 


: 1 

Start Position 


SEQID 
NO: 


Forward i 


5 ' -acggagacccatgtatttcttc-3 * 

. V - ■ . ... ifTB-ar — 1 ira->mitrf~r - -rr-w -> m ^■/TOf.»w..m~ rt M-t.u, 


22 i 


186 


399 


Probe 


TET-5 ' -Gacacttgtcctgccttgaaatctgg-3 ' -TAMRA 


26 


212 

„^ ■iiinnirBiiTT 


400 


Reverse 


5 ' -tcttgggcactgtaacagaagt-3 ' 


22 


241 


401 



Table AKB. Panel 1.3D 



' "' ' ■ ' """""'j 

Tissue Name 


Rel. Exp.(%) 
Agl745, Run 
165940871 


Tissue Name 


ReL Exp.(%) 
Agl745, Run 
165940871 


Liver adenocarcinoma \ 


0.0 i 


Kidney (fetal) 


0.0 


Pancreas 1 0,0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAPAN \ 
2 


0.0 


Renal ca. A498 

— -^^^.-^ ■,m,.mtr<*-rr^jitiet 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


1 0.0 1 


Renal ca. UO-3 1 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 


Brain (fetal) 


0.0 


Liver 

j 


0.0 

- . - .... 


Brain (whole) 


1 0.0 


Liver (fetal) 


0.0 


Brain (amygdala) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


Brain (hippocampus) 


1 0.0 


Lung (fetal) 


5.1 


Brain (substantia nigra) 


0.0 

' ' ' TT. Mt 


Lung ca. (small cell) 
LX-1 

11 t' — — ' — ' — ' — 


0.0 


Brain (thalamus) 




0.0 


Lung ca. (small ceil) 
NCI-H69 


0.0 
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Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 
SHP-77 


3.0 j 


Sninal cord 


0.0 


Lung ca. (large 
cell)NCI-H460 


0.0 


elio/astro U87-MG 

-J 


6.8 


Lung ca. (non-sm. 
cell) A549 


0.0 




00 


Lung ca. (non-s.cell) 
NCI-H23 


0.0 

■— nna ti n ni. .. 




0.0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


nenro*' met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 

NCI-H522 


0.0 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW900 


0.0 


I.,—. ...Aii. » '. 

astrocytoma SNB-75 


0.0 

rfa..<..«..f ' 1 IHW«ilirri ....l.f »<.fM 


Lung ca. (squam.) 
NCI-H596 


0.0 


glioma SNB-l 9 


0.0 


Mammary gland 


0.0 




0 0 


Breast ca.* (pl.ef) 
MCF-7 


0.0 


glioma SF-295 


0.0 


Breast ca.* (pl.ef) 

A/fT~\A A /ft? Ill 


0.0 


J. » ' — — i 

Heart (fetal) 


1 ». „ I 

0.0 


Breast ca.* (pl.ef) 
T47D 


0.0 




Heart 


0.0 


— ' ■ ■ 

Breast ca. B l-M^ 


U.vJ 


Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N 


0.0 

.1 -—^ — -1 1 — 


Skeletal muscle 


0.0 


Ovary 


0.0 


oone ludiiow s 


00 

v/.v/ 


Ovarian ca. 
OVCAR-3 


0.0 


: 

1 nymuo 


0 0 


Ovarian ca. 
OVCAR-4 


0.0 


opiccii 


100 0 

■ ■ ■ ■ 


Ovarian ca. 
OVCAR-5 


0.0 


juympn noue 


0 0 


Ovarian ca. 

OVCAR-8 


0.0 


^ — i > — 

Colorectal 


, r ' 

2.7 


Ovarian ca. IGROV- 

1 


0.0 


Stomach 


0.0 


Ovarian ca.* 
(ascites) SK-OV-3 


2.4 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca- SW480 


0.0 


Plancenta 


0.0 


Colon ca.* 
SW620(SW480 met) 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 
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Colon ca.HCT-1 16 

r „ r~ • ^ ■ ^ — — 1 


5.4 


Testis 


0.0 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 


Colon ca. 
tissue(OD03866) 


0.0 


Melanoma* (met) 
Hs688(B).T 


3.0 


Colon ca HCC-2998 


0.0 


Melanoma UACC- 
62 


0.0 


Gastric ca.* (liver met) 
NCI-N87 


0.0 


Melanoma M14 


0.0 


Bladder 

. .J 


0.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 




Kidney 


0.0 


Adipose 


0.0 



Table AKC. Panel 4D 







Rel. Exp.(%) 




Rel. Exp.(%) 




Tissue Name 


Agl745, Run 
165806947 


Tissue Name 


Agl745, Run 
165806947 




Secondary Thl act 


0.0 

■ • ' —1 


HUVEC IL-lbeta 


0.0 


" 


a ! t 

Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 




Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.0 




Secondary Thl rest 


0.0 


pEIUVEC TNF alpha + IL4 


0.0 


Te 1; 


Secondary Th2 rest 


1.0 


HUVEC IL-11 


0.0 




Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 




Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 




Primary Th2 act 


0.0 


Microvascular Dermal EC 

none 


0.0 




Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 




Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 




Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.0 




Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


3.8 




CD45RA CD4 
lymphocyte act 


0.0 


Coroneiy artery SMC rest 


0.0 




CD45RO CD4 


2.9 


Coronery artery SMC 


0.0 




lymphocyte act 


TNFalpha + IL-lbeta 
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CD8 lymphocyte act 


0.0 


Astrocytes rest 


1 n 

1.7 


Secondary CDS 

lymphocyte rest 


0.0 


Astrocytes TNFalpha + 

XT' "1 J 

IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


IBB ififi t n Tti, II fri~iiii T ni» ■! ai.Ti Br - 

0.0 


KU-812 (Basophil) 
PMA/ionomycm 


0.0 


2ry Thl/Th2/Trl_anti- 


0.0 


CCDl 106 (Keratmocytes) 
none 


0.0 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 

TXTtTolt-iVto -I- TT 1 K/af o 

iiNraipna ' ii-»-iucia 


5.2 


LAK cells IL-z 


u.u 


T 1TTO"t* 1 T*T"Tl 01 O 

jLiver cirrnosis 


inn 0 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


4.6 


LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


0.0 


LAK cells 1L-/+ IL- i o 


u.u 


NIPT TT A 


0 0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells lL-2 rest 


u.u 




u.u 


Two Way MLK i day 


u.u 


jNui-rizy/ irJN gamma 


u.u 


Two Way MLR 5 day 


0.0 


HP AEG none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha + IL-1 
ueia 


0.0 


PBMC rest 


U.U 


Lung iiDrouiast none 




PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ iL-1 Deia 


4.6 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


3.6 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL-i3 


0.0 


B Ivmnhocvtes PWM 


4.6 


Lung fibroblast IFN 

gamma 


0.0 


B lymphocytes CD40L 
and IL-4 


0.0 


Dermal fibroblast 
CCD 1070 rest 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 
CCD 1070 TNF alpha 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD1070 IL-1 beta 


0.0 


Dendritic cells none 


0.0 


Dermal fibroblast IFN 
gamma 


6.8 


Dendritic cells LPS 


2.5 


Dermal fibroblast IL-4 


5.5 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


22.4 
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Monocytes rest 


0.0 


IBD Crohn's 


3.0 


Monocytes LPS 


4.1 


Colon 


0.0 


Macrophages rest 


0.0 


Lung 


8.7 


Macrophages LPS 


0.0 


Thymus 


4.9 


HUVEC none 


0.0 


Kidney j 


0.0 


HUVEC starved 


2.4 







Panel L3D Summary: Agl745 Significant expression of the GMAC016856__A gene is 
restricted to the spleen, an important site of secondary immune responses (CT = 33.5). 
Therefore, expression of this gene in spleen can be used to distinguish spleen from the other 
samples on this panel. Furthermore, antibodies or small molecule therapeutics that block the 
5 function of this GPCR may be useful as anti-inflammatoiy therapeutics for the treatment of 
allergies, autoimmune diseases, and inflammatory diseases. 

Panel 2,2 Summary: Agl745 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl745 Expression of the GMAC016856_A gene is limited to an IBD 
10 colitis sample (CT = 34.4). Interestingly, this gene does not appear to be expressed in the 
normal colon sample on this panel (CT = 40). Thus, expression of this gene may be used to 
distinguish IBD colitis from normal colon. Furtihiermore, therapeutic modulation of the 
acitvity of this gene or its protein product, using small molecule drugs or antibodies, may be 
of benefit in the treatment of inflammatory bowel disease. 

15 

AL. GMAC022882_F: GPCR 

Expression of gene GMAC022882_F was assessed using the primer-probe set 
Agl742, described in Table ALA. Results of the RTQ-PCR runs are shown in Tables ALB 
and ALC. 

20 Table ALA . Probe Name Agl 742 



Primers; 


Sequences 


Length Start Position 


SEQ 

ID NO: 


Forward! 


5 ' -cttctacaccctggtgatacca-3 ' 


22 840 


402 


Probe 


TET-5 ' -tgctgaaccctctaatctacagcctca-3 • -TAMRA 


27 1 863 


403 
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Table ALB. Panel 1.3D 



Tissue Name 


ReL ExD-f %) 
Agl742, Run 
165940868 


Tissue Name 


ReL Exp.(%) 
Agl742, Run 
165940868 


Liver adenocarcinoma ; 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAPAN 
2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca. UO-31 


0.0 


r-T-im-n-initiimiaffrfTaimaBa^^ — rrwitsifrtrfrr-ir-Tasaieuiai 

Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 


Brain (fetal) 


2.9 


Liver 


0.0 


jtsram ^^wnoiej 


0 0 


T 1 ver ( fetaH 


0.0 


Brain (amygdala) 


0.0 


Liver ca, 

rhpnatnVila<?t^ HeT)rT2 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


Brain (hippocampus) 


0.0 


Lung (letal) 


u.u 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 

T "VT" 1 

LX-1 


7.6 


Brain (thalamus) 


0.0 


Lung ca. (small cell) 

NCI-H69 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 
SHr-77 


2.3 


Spinal cord 


2.5 


Lung ca. (large 
cell)NCl-H4oU 


0.0 


elio/astro U87-MG 


4.6 


Lung ca. (non-sm. 

cell) A549 


0.0 


glio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 
NCl-rl23 


0.0 


astrocytoma SW1783 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


neuro*;met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 

i.iiUillMoWimrnmimnifiKM cill(iriifiiiTrfi>-4.vrwtwi;irrf.nf-iffrfii,ciK>n<«.i«>B 


astrocytoma SF-539 


100.0 


Lung ca. (squam.) 

SW 900 


0.0 


astrocytoma SNB-75 


5.2 


Lung ca. (squam.) 
NCI-H596 


0.0 


Glioma SNB-19 


0.0 


Mammary gland 


0.0 


Glioma U251 


3.1 


Breast ca.* (pLef) 


0.0 
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MPF-? 1 






Glioma SF-295 


0.0 


MDA-MB-231 


0.0 




Heart (fetal) 


' """""""1 ~ 

0.0 


Breast ca,* (pl.ef) 
T47D 


0,0 






00 


Breast ca. BT-549 


0.0 




Skeletal muscle (fistal) 


2.4 


Breast ca. MDA-N 


0.0 




Skeletal muscle 


U.U 


uvary 


0 0 




Bone marrow 


5-8 


Ovarian ca. 

\j V U Aiv- J 


0.0 




Thymus 


0.0 


Ovarian ca. 

U V AK-H 


0.0 




Spleen 


34.6 


Ovarian ca. 

U V L/ Alv-D 


0.0 




Lymph node 


0.0 

— — - ^ . - nn — r, , ,., »»rm rrir frnrmri"i IT ■* 


Ovarian ca. 
rfcvr^AP s 

vj V Lx/\Jv-0 


0.0 




Colorectal 


0.0 


vjvanan ca. ivjivw v - 

1 


5.0 


t, I* mI 


Stomach 

; 
■ 


0.0 


Ovarian ca.* 
(ascites) SK-OV-3 


14.6 




Small intestine 


0.0 ! 


Uterus 


0.0 


s ii 


Colon ca. SW480 


O.U 


riancenta 






Colon ca.* 
SW620(SW480 met) 


0.0 


Prostate 


0.0 




Colon ca. HT29 


0.0 


rrostate ca, ^oone 
met)PC-3 


0.0 




Colon ca. HCT-116 


0.0 


Testis 


U.U 


"IT 55S' 


Colon ca. CaCo-2 


0.0 


Melanoma 

Hsooo(Aj. 1 


0.0 




Colon ca. 
tissue(OD03866) 


; -nitr III! iimrmmrr 

2.8 


Melanoma* (met) 
rlSOoo(r>J. 1 


0.0 




Colon ca. HCC-2998 


— Illlllll Ill llllllll 1* —T ■-* 'ni'" 

0.0 


Melanoma UACC- 


0.0 




Gastric ca.* (liver met) 
NCI-N87 


0.0 

: « «- '■ 


Melanoma M 14 


0.0 

— ^ — — — 




Bladder 


0.0 


Vfelanoma LOX 

IMVI 


0.0 




Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 




Kidney 


0.0 


Adipose 


0.0 



Table ALC. Panel 4D 
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Tissue Name 


Rel. Exp.(%) 
Agl742, Run 


Tissue Name 


RaI Fvn (^/^ 

Agl742, Run 
165812570 1 


oCCOIlUaiy 1X11 dt-L 


0 0 


HUVEC IL-lbeta 


0.0 




00 


HUVEC IFN gamma 


0.0 


Wif. ' r If 

Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Thz rest 


0.0 


rlU VE/U iL-1 1 




Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
1 Nl" alpha + lL-1 beta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC \ 
none 


0.0 


tr,., .-irrT n r r- - ~ t,„ia.r..s!f„rri„v„-r,..,.,%t!!a 

Primary Trl act 


0.0 


Microsvasular Dermal EC ; 
1 N r alpna + li^- 1 oeia 


0.0 


Primary Thl rest 


0.0 


Bronchial epithelium 
1 Nr alpha + ii^l beta 


0.0 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.0 


■ < ' 

Primary Trl rest 


0.0 


Small airway epithelium 
1 Nr alpha + IL- 1 beta 


0.0 


CD45RA CD4 
lymphocyte act 


4.0 


i 

Coronery artery SMC rest \ 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery bMC 
TNFalpha + IL-lbeta 


8.7 


CD8 lymphocyte act 


4.0 


Astrocytes rest : 


u.u 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 

TT 11 A 

IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


lit f - 

0.0 

I. 


KU-812 (Basophil) 
rMA/ionomycm 


0.0 


■ - ■ - • ; • ■ 

2ry Thl/Th2/Trl anti- 
CD95 CHll 


0.0 


CCDl 106 (Keratmocytes) 


0.0 


t— 1 1 

LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 

TNTFalnha + TT -Iheta 


0.0 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL-12 8.5 


Lupus kidney 

' - ■ ~' ' ■ ■ 


0.0 


LAK cells IL-2+IFN 
gamma 


1 ' " 

0.0 


NCI-H292 none 


0.0 


LAK cells IL-2+ IL-18 


0.0 


NCI-H292 IL-4 


0.0 
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T AK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


= - i.t. m.aa a 1 

NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 


Two Wav MLR 3 day ^ 


0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


4.1 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


MP AFP TMF plnfifl H- TT -1 

beta 


0.0 




0 0 


Lung fibroblast none 


0.0 


PBMC PWM 

■ 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


U.u 


i^ung iiDruuiaol lju-y 


0 0 


_....-^.~-.w....--~---^^>»/;..>^^v^rTT^Tr^^ Il 1 lllll»MII|l|«nillll III 1 1 Ill 

Ramos (B cell) 

• • 

lonomycm 


0.0 


Lung fibroblast IL- 1 3 


0.0 


B lymphocytes PWM ^ 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


i>.ii...i-rTM - m.;r,". -t-rini.imi...m««iii«mniTiiminni iimmiimiifn ■«j..i«....( 

B lymphocytes CD40L 

1 TT A 

and IL-4 


0.0 


Dermal fibroblast 

uL^jJi u/u rest 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 

rTTil C\l(\ TXTTT cilrkTia 


0.0 


EOL-1 doc AMP 

PMA/ionomycin 


0.0 


uermai iiDrooiasi 
CCD1070 IL-1 beta 


0.0 


Dendritic cells none 


0.0 


jjermai iiorooiasi iriN 
aanima 


0.0 


V\f>^r\r\r\i\r rpllc T P<\ 


ffin,...n....r.r.iW....T — — trr-i-r-Tnng.rt'.iwan'- " ' 

0 0 


Dermal fibroblast IL-4 


0.0 


i-.'eriuri Lie ocuo aiiLi"' 

CD40 


0.0 


IBD Colitis 2 

•■-iiTiiiiiniiiirfT iw I'lunr TiniiTaT;ii;TWarr"imnm"nm nnmiWOTWWirrrwTim nr ..rirrTiffumn 


9.4 


Monocytes rest 


8.1 


IBD Crohn's 


4.2 


Monocytes LPS 


0.0 


Colon 


4.9 


Macrophages rest 


0.0 


Lung 


1.4 


Macrophages LPS 


0.0 


Thymus 


4.8 


HUVECnone 


1 0.0 


Kidney 


0.0 


HUVEC starved 


1 0.0 







Panel 1.3D Summary: Agl742 Highest expression of the GMAC022882__F gene is seen in 
an astrocytoma cell line (CT = 33). Therefore, expression of this gene may be used to 
distinguish astrocytoma cell lines fi:om the other samples on this panel. Furthermore, 
therapeutic modulation of the activity of the GPCR encoded by this gene may be beneficial in 
the treatment of astrocytomas. In addition, low but significant expression is also seen in the 
spleen. 
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Panel 2.2 Summary: Agl742 Expression of this gene is low/undetectable (CTs > 34.5) 
across all of the samples on this panel (data not shown). 



Panel 4D Summary: Agl742 Significant expression of the GMAC022882_F gene is 
detected in a liver cirrhosis sample (CT = 33.1). Furthermore, expression of this gene is not 
detected in normal liver in Panel 1.3D, suggesting that its expression is unique to liver 
cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 



AM, GMAC022882_E: GPCR 

Expression of gene GMAC022882_E was assessed using the primer-probe set 
Agl741, described in Table AM A. Results of the RTQ-PCR runs are shown in Tables AMB 
and AMC. 



Table AMA . Probe Name Agl741 



Primers 


Sequences 


Lengthlstart Position 


SEQ 
ID 
NO: 


Forward; 


5 ' -gctcttctccctctcaattgtt-3 ' 


22 1 639 


405 


Probe 


TET-5* -catgtttattctagtggccattctcaga-3 ' -TAMRA| 


28 672 j 


406 


Reverse 


5 ' -tgtacctccctttccttgagtt-3 ' 


22 j 703 


407 



Table AMB. Panel 1 .3D 



Tissue Name 


Rel. Exp.(%) 
Agl741, Run 
165974806 


Tissue Name 


Rel. Exp.(%) 
Agl741, Run 
165974806 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAPAN 
2 


13.6 

- 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


13.2 


Thyroid 


! 0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


1 0.0 


Renal ca. UO-31 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 
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0 0 


Liver 


0.0 1 


oiain \^WUU1C^ 


00 


Liver ( fetal) 


0.0 


Brain (amygdala) 


0.0 


Liver ca. 

I'heDatoblast) HeDG2 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


Bram (hippocampus) 


0.U 


E ^^^^^^ / T^^T'A 1 1 

Lung ^leiaij 


0.0 




Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 

T V 1 


0.0 




Brain (thalamus) 


0.0 

■ 

• 


Lung ca. (small cell) 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 

oiuD nn 

biir-/ / 


0.0 


Spinal cord 1 


0.0 


Lung ca. (large 

ceu)JN d-Jrl4oU 


0.0 




glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 
ceu) AD4y 


0.0 


glio/astro U-118-MG ' 


0.0 


Lung ca. (non-s.cell) 

JNCl-rlZi 


0.0 


astrocytoma SWl 783 


0.0 


Lung ca. (non-s.cell) 

HUr-oZ 


0.0 




neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 
NCI-HjZZ 


0.0 

" "-I llllr III If II I' ^ 




astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW 900 


0.0 




astrocytoma SNB-75 


0.0 

- 


Lung ca. (squam.) 
NCI-H596 


0.0 


Glioma SNB-19 


0.0 


Mammary gland 


0.0 




Glioma U251 


0.0 


Breast ca.* (pl.ef) 
MCF-7 


0.0 




Glioma SF-295 


0.0 


Breast ca.* (pl.ei) 
MnA-MR-231 


0.0 




Heart (fetal) 


0.0 


Rrpj^<5t Pfi * (^nl ftf\ 

T47D 

Ma i i 1 ~ 


0.0 


TJ -M*^ 

riean 


T , r ' ' ■mil, 

0 0 


Breast ca BT-549 


0.0 


Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N 


0.0 


, 


Skeletal muscle 


0.0 


Ovary 


0.0 


Bone marrow 


0.0 


Ovarian ca. 
OVCAR-3 


0.0 




Thymus 


0.0 


OVCAR-4 


0.0 




Spleen 


100.0 


Ovarian ca. 
OVCAR-5 


0.0 


Lymph node 


0.0 


Ovarian ca. 


0.0 
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U V L> AK-o 




Colorectal 


5.9 


u vanan ca. ivjkvj v - 
1 


0.0 


' " ' — '] 

Stomach 


0.0 


Ovarian ca.* 
(ascites) SK-OV-3 


25.5 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


A A 

0.0 


rlancenta 


u.u 


Colon ca.* 

SW620(SW480 met) 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 


Colonca. HCT-116 


0.0 


lestis 


U.U 


Colon ca. CaCo-2 


0.0 


Melanoma 
Jisooo(AJ. 1 


0.0 


Colon ca. 
tissue(OD03866) 


0.0 


Melanoma* (met) 

Hso5o(bJ. 1 


0.0 


Colon ca. HCC-2998 


0.0 


Melanoma UACC- 
62 


0.0 


Gastric ca.* (liver met) 

NCI-N87 


8.4 


Melanoma Ml 4 


0.0 


Bladder 


0.0 


iVlClaliUilia. J-'WyV 

IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 

' ' " " - 


Kidney 


0.0 


Adipose 


0.0 



Table AMC. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl741, Run 
165807997 


Tissue Name 


Rel. Exp.(%) 
Agl741, Run 
165807997 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


i — * ~ as ' — : 

Secondary Th2 rest 


0.0 


HUVEC IL- 11 


0.0 


r.lil ;~ .-tff -. f,,-.,-..-,.-.-.i.-.- = t^i-i — si_:wi..=s i 

Secondary Trl rest 


0.0 

1 iU Z X B B 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC j 

none 


0.0 
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Primary Trl act 


iMicrosvasular Dermal EC 
iTNFalpha + IL-lbeta 


0.0 


— 

Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


- - - ^ ...^:.r S a i 

CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 




0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CD8 lymphocyte act 


0.0 


Astrocytes rest 


u.u 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0.0 


KU-812 (Basophil) 

r M A/ lonomy cm 


0.0 

■ 


2ry Thl/Th2/Trl_anti- 

PDOS PHI 1 


0.0 


CCDl 106 (Keratinocytes) 
none 

: jM.u^ - - - ^ ^ ^ 


0.0 


• — 

LAK cells rest 


0.0 


K^y^ui luo (^iveraunocyxes^ 
TNFalpha + IL-lbeta 

■ - - , 


0.0 


T AIT rpllc TT 9 

oeiid kLj~j^ 


u.O 


Liver cirrnosis 


100,0 


LAK cells IL-2+IL-12 


0.0 


Lupus Kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


0.0 


JL/Zviv CeiiS ILr-Z • lJU- 1 o 


0.0 


NCI-H292 IL-4 


0 0 


PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


iNJv V^Cllo IJ-r-ii real 


0.0 


NCI-H292 IL-13 


0 0 

- P< ■ ..L.t r 1 firKfnr- 


1 wo W d.y iVlljXv J Uajr 


A A 
U,U 


JNCi-xi/yz irJN gamma 

n - . . , 


0 0 

-< — ■ — — ' 


Two Way MLR 5 day 


A A 

0,0 


T TT> A TI?/^ -MAMA 

ilr AJbC none 


0.0 


Two Way MLR 7 day 


0.0 


HrALC iJNr aipna + lL-1 
beta 

. , ^ 


0.0 


r jDiYiv^ resL 


A A 


Lung iibro blast none 


0 0 


\i a -a —f 

PBMC PWM 


0.0 


T una fiHrnHljiQt 'yNT' alnhpi 

+ IL-lbeta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 

_ , . . : 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL- 1 3 


0.0 


B lymphocytes PWM 


0.0 


Lung fibroblast IFN 


0.0 



452 



: 




gamma 




B lymphocytes CD40L 
and IL-4 


iiff.Ltf.riiii ttillliiiii 1 liniHti -M nwinrrn IIITI11 n 1 lKW«ai» . 

U.U 


Dermal fibroblast 1 
CCD 1070 rest i 


0 0 


EOL-1 dbcAMP 


o.u 


Dermal fibroblast 
CCD1070TNF alpha 


0 0 


EOL-l dbcAMP 
PMA/iononrycin 


0.0 


Dermal fibroblast 
CCD 1 070 IL-1 beta 


0.0 


uenuiiLic CC11& nunc 


00 


Dermal fibroblast IFN 
gamma 


0.0 


' 

Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


24.8 


Monocytes rest 


0.0 


IBD Crohn s 




Monocytes LPS 


u.u 


v^uiun 


00 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVECnone 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel 1.3D Summary: Agl741 The GMAC022882_E gene is expressed at detectable levels 
only in the spleen (CT=34,2), an important site of secondary immune responses. Therefore, 
antibodies or small molecule therapeutics that block the function of this GPCR may be useful 
as anti-inflammatory therapeutics for the treatment of allergies, autoimmune diseases, and 
inflammatory diseases. 



Panel 2.2 Summary: Agl741 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl741 The GMAC022882_E transcript is expressed at detectable 
levels only in liver cirrhosis (CT=33.1). Furthermore, this transcript is not detected in normal 
liver in Panel 1.3D, suggesting that GMAC022882_E gene expression is unique to liver 
cirrhosis. The GMAC022882_E gene encodes a putative GPCR. Therefore, antibodies or 
small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In 
addition, antibodies to this putative GPCR could also be used for the diagnosis of liver 
cirrhosis. 
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AN. GMAC022882_C: GPCR 



Expression of gene GMAC022882_C was assessed using the primer-probe set 
Agl740, described in Table ANA. Results of the RTQ-PCR runs are shown in Tables ANB 
and ANC. 



Table ANA. Probe Name Agl 740 



Primers 


Sequences 


Length 


Start Position 

■ 


SEQ 
ID 
NO: 


Forward 


5 ' -cagcttcacactcccatgtatt-3 ' 


22 ; 


172 

!■ ..,t.llin.l..i-H.inl,ir,.iniiM .^M.i. .. iM,rr,i>.,. .v 


408 

|;;-.f,Blmin!i t m rdnnafimwi. 


Probe 


TET-5 ' -tccttactcacttgtcatttattgacctca-3 ' -TAMRA| 


30 I 


197 


I 409 


Reverse ; 


5 • -ttcgctaaggttttaggtgtga-3 ' 


22 i 


242 


! 410 



Table ANB. Panel 1. 3D 



Tissue Name 


Re! ExdJVo) 
Agl740, Run 
165941041 1 


Tissue Name 


Rel. Exp.(%) 
Agl 740, Run 
165941041 


Liver adenocarcinoma 


0.0 1 


Kidney (fetal) 


0.0 


Pancreas 


0.0 1 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 
2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 ; 


0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca.UO-31 


0.0 

>L.>.>iiiMii.liiwniiiiiiiii iiiim 1"! ■ 1 'i.rr-fYi-nvTnirr-infrnr!rnnimwm 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 


Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) 


0.0 


Liver (fetal) 


8.4 


Brain (amygdala) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 
LX-1 


0.0 


Brain (thalamus) 


0.0 


Lung ca. (small cell) 
NCI-H69 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 

SHP-77 


0.0 


Spinal cord 


0.0 


Lung ca. (large 
cell)NCI-H460 


0.0 
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alin/actrn T T5^7-MG 1 

gllU/abllVJ KJO / lyivJ 1 


00 


Lung ca. (non-sm. 
cell) A549 


0.0 


alin/a<;trn TI-ll 8-MG 
^LiU/d.oliU U ilO ivivj 


_ is—.. * ^ 

0 0 

= = =— .a ^ 


Lung ca. (non-s.cell) 
NCI-H23 


0.0 




00 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


■ - .,. *■ - y ~ -r -1 

iNCUiu , mci ork^iN /^o \ 


= — ~~ ' = 

00 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW 900 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 


; 1 1 

Glioma SNB-19 


0.0 


Mammary gland 


0.0 




6 0 


Breast ca.* (pl.ef) 
MCF-7 


0.0 


Glioma SF-295 


0.0 

J 


Breast ca,* (pl.ef) 
MDA-MB-231 


0.0 


Heart (fetal) 


0.0 

! 


Breast ca.* (pl.ef) 
T47D 


0.0 


Heart j 


0.0 


Breast ca. BT-549 


U.U 


Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 


jDone marrow 


■■nm -I., rf rr - -nm imr ms, n n rrrni ..iinTrriTTTTTT n» nmrr 

0 0 


Ovarian ca. 
OVCAR-3 


0.0 


ihymus 




Ovarian ca. 
OVCAR-4 


00 


Spleen 


1 HA n 


Ovarian ca. 
OVCAR-5 


00 


Lympn noae 


0 0 

VF.V 


Ovarian ca. 
OVCAR-8 


7.5 


Colorectal 


0.0 


Ovarian ca. IGROV- 
1 

L. U.4*,,, .,l -r- • • • «... 4 . »■«....».. 


0.0 


Stomach 


0.0 


Ovarian ca,* 
(ascites) SK-OV-3 


0.0 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


0.0 


Plancenta 


0.0 


Colon ca.* 
SW620(SW480 met) 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 


Colonca. HCT-116 


0.0 


Testis 


0.0 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 
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Colon ca. 
tissue(OD03866) 


00 


Melanoma* (met) 
Hs688(B).T 


0.0 




_ ^ "^J^ f^...i " — n.*. ■ 

00 

— 1 1 i.ja r ■ 


Melanoma UACC- 
62 


0.0 


Gastric ca.* (liver met) 
NCI-N87 


00 


Melanoma M14 


0.0 


Bladder 


i-> f-ii.i ....fin. 1 T'li'.iiffi r , f-.~- f-ff if .a — as— — SK 

0.0 


Melanoma LOX 
IMVI 


0.0 


-B— .n.r... ■v»-ii. — ~. " ' .nir<.ii..^.Tffl.f.ri " 

Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


■■■ ; " " ' 

KLidney 


0.0 


Adipose 


0.0 



Table ANC. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl740, Run 
165812562 


Tissue Name 


Rel. £xp.(%) 
Agl740, Run 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


occonuaiy in aui 


— r — '-^ rKir, n.i~r Tur.n-ti urn i..mr -.■ 

0 0 


HUVEC TNF alpha + IFN 

gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 i 

™, .— j^.— - — .^.f^i^YfiTm m-. ni7raiimmiriiiT;tia.iga> 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL- 11 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 

r...rr— r~T— rrrfiwt * '■t..r.i...^.7...\- , ~~ ru. .v.r .f.?-....". 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 

, .. ., 


Primary Thl rest 


0.0 

'■ ' ' 


Bronchial epitheHum 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.0 

i 1 


Small airway epithehum 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 

lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 

r . .f H - 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 
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Secondary CDS 
lymphocyte act 


00 

" ' 


KU-8 12 (Basophil) rest 

— — — ' 


0.0 




L/Uh lympnocjae none 


0 0 

V.V/ 


KU-8 12 (Basophil) 
PMA/ionomycin 


0.0 




2iy Thl/Th2/Trl_anti- 
CD95CH11 


0.0 

~. r- s — aa »-J " ; 


CCDl 106 (Keratinocytes) 
none 


0.0 




LAK cells rest i 


• 0.0 


CCDl 106 (Keratinocytes) 
iNt alpha + IL- 1 beta 

. - — — > - ^ — ..-1 Taifr irrr* — i 


0.0 




LAK cells IL-2 


0.0 


Liver cirrhosis 


1 An n 




LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.0 




„ „ „ - — ^...TTiT-.,7,.m..,n - - 

LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


0.0 




LAK cells IL-2+IL-18 


0.0 


NCI-H292 IL-4 






LAK cells 
PMA/ionomycin 


0.0 

_ - - 


NCI-H292 IL-9 


0.0 




NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


A A 

— ■- - - - " ■ ■- >— n-'tirrr rrm n — -MmW/HlillMMmif 




Two Way MLR 3 day 


-r .if.i^- " TTTHYrr-, — 

0.0 


NCI-H292 IFN gamma 


A A 
U.U 




Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


ti 11 

Ti ii 
■i ' i 


Two Wav MLR 7 dav 


0.0 


HPAEC TNF alpha + IL-1 

beta i 


0.0 


i| 5 


PBMC rest 


0.0 


Lung fibroblast none 


A A 
0.0 




PBMC PWM 


0.0 


Lung fibroblast TNF alpha 

+ IL-1 beta 


0.0 




PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 




Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 




Ramos (B cell) 
ionomycin 


\).\J 


T una fiKroblfi^t TT -1 ^ 


00 


Ti? *2ir 


B lymphocytes r WM 




Lung fibroblast IFN 
gamma 


00 




B lymphocytes CD40L 
and IL-4 


yj.v 


Dennal fibroblast 
CCD 1070 rest 


00 




EOL-1 abcAMF 




Dermal fibroblast 
CCD 1070 TNF alpha 


00 




EOL-l dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


0.0 

rr 1 1 II 1 1 - Hi., < 1 ..laii miTTinfT i 




Dendritic cells none 


0.0 


Dermal fibroblast IFN 
gamma 


0.0 

,flitn.nl,TBI...i„tJ..i.T! .in rr-| - f--<~ ~ ~' ^•"WHWrar-J.i..' 




Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


A A 

0.0 




Dendntic cells anti- 
CD40 


I ..u -r ... ni 

0.0 


IBD Colitis 2 


22.7 




Monocytes rest 


0.0 


IBD Crohn's 


0.0 




Monocytes LPS 


0.0 


Colon 


0.0 




Macrophages rest 


0.0 


Lung 


0.0 
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1 ' — • 

Macrophages LPS 


0.0 


Thymus = 


0.0 


■■l.ii.i.j.at,l..i;i;rm.-ni < >— '■■ .miWMi ni lir,nri ■ ti,ti»,ilia>— 

HUVEC none 


0.0 


Kidney 


4.7 


HUVEC starved 


0.0 







Panel 1-3D Summary: Agl740 Highest expression of the GMAC022882_^C gene is 
detected in the spleen (CT = 34.1), an important site of secondary immune responses. 
Therefore, expression of this gene can be used to distinguish spleen from the other samples 
on this panel Furthermore, antibodies or small molecule therapeutics that block the function 
of this GPCR may be useful as anti-inflammatory therapeutics for the treatment of allergies, 
autoimmune diseases, and inflammatory diseases. 

Panel 2.2 Summary: Agl740 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl740 Significant expression of the GMAC022882_C gene is 
detected in a liver cirrhosis sample (CT = 33.1). Furthermore, expression of this gene is not 
detected in normal liver in Panel L3D, suggesting that its expression is unique to liver 
cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 

AO- GMAC022882_B: GPCR 

Expression of gene GMAC022882_B was assessed using the primer-probe set 
Agl 739, described in Table AO A. Results of the RTQ-PCR runs are shown in Tables AOB 
and AOC. 

Table AOA . Probe Name Agl 739 



Primers 


Sequences 


Length 


Start Position 


SEQ ID 
NO: 


i.iif>.mivii<itr 1- : 

Forward i 


5 ' -gttgtgttggtcattgaggatt-3 ' 


22 


183 


411 


Probe 


TET-5 * -cctggctccacaaccccatgtattat-B ' -TAMRA 


26 


205 


412 


...f . .^-V V M<~ 

Reverse 


5 ' -agcaagcatccaagaatgataa-3 ' 


22 


243 


413 



Table AOB . Panel 1.3D 
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Tissue Name 


Rel. Exp.(%) 
Agl739, Run 
165974805 


Tissue Name 


Rel. Exp.(%) 
Agl739, Run 


Liver adenocarcinoma 


,.r.r-; n,. , rr i. .r,,, — r. m ..ii.... 

0.0 

- -1 r ■■ ~ - - — 3._»„ 


Kidney (letal) 


u.u 


Pancreas 


0.0 


Renal ca. 786-0 


u.u 


Pancreatic ca. CAPAN 
2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 




xvciiai V/ti. ivyvj. 


8 0 


Thyroid 


u.u 




0 0 


Salivary gland 


0.0 


Renal ca. UO-31 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


U.U 


Brain (fetal) 


0.0 


Liver 


U.U 


itmwirm'iifrw-ftmiryTw rifTinirniooi 

Brain (whole) 


0.0 


Liver (fetal) 


A A 

U.U 


Brain famvedala) 

1 


0.0 


Liver ca. 

(hepatoblast) HepGz 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 

. ,yfTrtr— -~ II mill 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 

- , . -., ■ -■ 


Bram (substantia nigraj ; 




Lung ca. (small cell) 
LX-1 


00 


Bram (tnaiamusj 




Lung ca. (small cell) 
NCI-H69 


0 0 


uereDrai cortex 


0 0 


Lung ca. (s.cell var.) 
SHP-77 


0.0 


opinal corci 




Lung ca. (large 
cell)NCI-H460 


0.0 


glio/astro U o /-MU 


u.u 


Lung ca. (non-sm. 
cell) A549 


0 0 


glio/astro U-llo-MUr 


u.u 


Lung ca. (non-s.cell) 
NCI-H23 


00 

„ ■.,,M,...........„...r-,......r.....„.i«,..i.r i ,,„„ „ „..r.„......n„.,n,.., 


astrocytoma o w i /oj 


0 0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


JNeuro , met ojs.-in-ao 




Lung ca. (non-s.cl) 
NCI-H522 


0 0 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW 900 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 

■ ■^-iMOL w iiiTiii«.«iniMinGi<rii. miirriir worn 


0.0 


glioma SNB-19 


0.0 


Mammary gland 


0.0 


glioma U25 1 


0.0 


Breast ca.* (pl.ei) 
MCF-7 

I -. --• — -'--T.J-.ia. — ^ -.r^r E_: 


0.0 


glioma SF-295 


0.0 


Breast ca.* (pl.ef) 
MDA-MB-231 


0.0 


Heart (fetal) 


0.0 


Breast ca.* (pl.ef) 


0.0 
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T47D 




Heart 


" i->-<— .— ■■ ' .1- ..V 


rsreasi ca. o i -o^y 


0 0 


_a >iint>,wil.< 1 viw.f.n.lriM i,i.l,l:virii n r 

Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 




00 


Ovarian ca. 
OVCAR-3 


0.0 


TrT\/mnc 
X lijrIliUo 


00 


Ovarian ca. 
OVCAR-4 


0.0 




100.0 


Ovarian ca. 
OVCAR-5 


0.0 




00 


Ovarian ca. 
OVCAR-8 


0.0 


Colorectal 


4.1 


Ovarian ca. IGROV- 

1 


0.0 


Stomach 


0.0 


Ovarian ca.* 
(ascites) bK-OV-3 


0.0 


Small intestine 


-0.0 


Uterus 


0.0 


Colon ca. SW480 j 


1 0.0 ! 


Plancenta 


0.0 


Colon ca.* 
SW620(SW480 met) 


0.0 

- = 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 


Colon ca. HCT-116 


0.0 


Testis 


0.0 




00 ; 


Melanoma 
Hs688(A).T 


0.0 


Colon ca. 
tissue(OD03866) 


00 


Melanoma* (met) 
Hs688(B).T 


0.0 




0 0 


Melanoma UACC- 
62 


0.0 


Gastric ca.* (liver met) 
NCI-N87 


0 0 


Melanoma M14 


0.0 


Bladder 


0.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 



Table AOC. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl739, Run 
165814423 


Tissue Name 


Rel. Exp.(%) 
Agl739, Run 
165814423 

U< 1 « ■ 


Secondary Thl act 


0.0 


HUVECIL-lbeta 


0.0 
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Secondary Thz act 


A A 
U.U 


riu ViiL. iriN gammd 


0 0 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 

gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


3.0 


oCl/Ullvlill y 111 iv/Oi 


00 


Lung Microvascular EC 

none 


2.2 


T^TitnjiTv/ Tn 1 ficf 

rimiaLy iiii av/i 


0.0 


Lung Microvascular EC 
TNFalpha + IL-1 beta 


0.0 


1 lllllaiy LllZi avfl 


00 


Microvascular Dermal EC 
none 


0.0 


JriiIIlu.Ijr 1 X i. 


00 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


PrimaTi/ Till rp^t 
iliuiaiy A ill ICat 


00 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


irillllaiy i ILdL ivol 


00 

^ w ^ ^ ^ ^ ^ > , W "1^ |-i-...T T 


Small airway epithelium 
none 


0.0 


" - »1lft n TT 1 T m- ~— '~ »vn 1 -r- f m m- 

Jrnmary in icbi 


00 


Small airway epithelium 
TNFalpha + IL-lbeta J 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 

■ ' 1 m Til 1 ■ i"i 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


: i ~ — — ; 

CDS lymphocyte act 


. i 

1.8 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


0 0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0 0 


KU-812 (Basophil) rest 


0.0 


H 

k^Dh lympnocyie none 


0 0 


KU-812 (Basophil) 
PMA/ionomycin 


0.0 


2ry Thl/Th2/Trl_anti- 
CD95CH11 


0.0 


CCDl 106 (Keratinocytes) 
none 


0.0 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
INr alpha + IL-lbeta 


0.0 


LAK cells IL-2 


100.0 


Liver cirrhosis 


Af^ 1 
hO. / 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


0.0 


LAK cells 1L-Z+ IL-lo 


u.u 


NrT-T-I907 TT -4 


0 0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-1 3 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 

1^ ,.,ri,„„.i „„„■„ r.,in„ , 
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Two Way MLR 5 day | 0.0 


HPAEC none 


0.0 


Twn Wflv MT R 7 dav 


00 


HPAEC TNF alpha + IL-1 

beta 


0.0 


PBMC rest 


0.0 


Lung fibroblast none 


U.U 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
H- IL-1 beta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


T iinfy fibroblast IL-1 3 


0 0 


B lymphocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 
and IL-4 


0.0 


Dermal fibroblast 
CCD 1070 rest 


0.0 


EOL-1 dbcAMP 


A A 

u.u 

rrr T-;-...-.t.-;--.-:.~.T;r-"".7r-.- -if.- 


Dermal fibroblast 
CCD1070 TNF alpha 


0.0 


EOH dbcAMP 

PMA/ionomycin 


1 0.0 


Dermal fibroblast 
CCD1070 IL-1 beta 


0.0 


L^enQniic ceiis none 


0 0 


Dermal fibroblast IFN 
gamma 


0.0 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


30.8 


- - ^ rt ftni— - " 

Monocytes rest 


A A 
U.U 






Monocytes LPS 


0.0 


Colon 


2.4 


Macrophages rest 


0.0 


Lung 


4.2 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 





Panel LSD Summary: Agl739 Highest expression of the GMAC022882_B gene is 
detected in the spleen (CT = 34.3), an important site of secondary immune responses. 
Therefore, expression of this gene in spleen can be used to distinguish spleen from the other 
samples on this panel Furthermore, antibodies or small molecule therapeutics that block the 
function of this GPCR may be useful as anti-inflammatory therapeutics for the treatment of 
allergies, autoimmune diseases, and inflammatory diseases. 

Panel 2.2 Summary: Agl739 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 
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Panel 4D Summary: Agl739 Low but significant expression is also seen in a sample 
derived from a patient with IBD colitis (CT = 33.3), but not in normal colon. This 
observation suggests that the protein encoded by this gene may be involved in the 
inflammatory bowel disease process. Therefore, therapeutic modulation of the expression or 
function of this gene product, using small molecule drugs or antibodies, could potentially be 
of benefit in the treatment of inflammatory bowel disease. 

AP. GMAC022207__C: GMAC022207_C_Cura_524_Homo_Sapiens_GPCRJike 

Expression of gene GMAC022207_C was assessed using the primer-probe set 
Agl738, described in Table APA. Results of the RTQ-PCR runs are shown in Table APB. 



Table APA . Probe Name Agl738 



Primers 


Sequences 


Length 


' ■ 

Start Position 


SEQID 
NO: 


Forward 


5 ' -ggctgaacacaccaatgtattt-3 ' 


22 


179 


414 


Probe 


iTET-5 ' -ttcctaggcaatctctccttcattga-3 • -TAMRAi 


26 

> 


202 

\ -v.- <,... i ^ 1 


415 


Reverse 


5 • - catagcct tgggt tcaataaca - 3 ' 


22 \ 


243 


416 



Table APB. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl738, Run 
165812560 


Tissue Name 


Rel. Exp.(%) 
Agl738, Run 
165812560 


Secondary Thl act 


2.7 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


3.1 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL- 11 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


— < — ,r (Tll.a,,«i,, — ..Af., .II. . . f 1i 

0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 
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Primarv Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Prim;^rv Th7 rest 


0.0 

. ■ ~ ' n.ii — ' 


Small airway epithelium 

none 


0.0 

- - ' ~ - " ■ 


- - r If - - ' 

JL LlllKXiy 111 It-ol 


00 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
IjTnphocyte act 


0.0 

1 ~ ^ - ^ ...... f ^.^ -r - -.. 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


' ' 

CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


0 0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
l5miphocyte act 


00 


KU-8 1 2 (Basophil) rest 


0.0 


V-'JVt lyiiiUiiUv/jf iv iiv/iiv 


00 


KU-8 12 (Basophil) 
PMA/ionomycin 


0.0 


2ry Thl/Th2/Trl_anti- 
CD95 CHll 


3.1 


CCDl 106 (Keratinocytes) 
none 


0.0 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
INr alpha + IL- 1 beta 


0.0 


LAK cells IL-2 


3.7 


Liver cirrhosis 


1 AA A 


LAK cells IL-2+IL- 12 ; 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


5.0 


LAKcellsIL-2+IL-18 


0.0 


NCI-H292 IL-4 


A A 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 

-•• • , - — •■ 


0.0 


NK Cells IL-2 rest 


.. I.lll 1 » i - 1 

0.0 


NCI-H292 iL-13 


A A 


Two Way MLR 3 day 


L9 

! r.l- .^.i-.- .w 


NCI-H292 IFN gamma 


A A 
U.U 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha -1- IL-1 
beta 

frrrr r -• — — ■;.i.n;n.hKi»iii«ii..i -...iBn.ai.ii. 


0.0 


PBMC rest 


0.0 


Lung fibroblast none 


U.U 


PBMC PWM 


0.0 




Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL-13 


0.0 


a 1 ' - - M-a rr,iii»ii-.t i.-" 

B lymphocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 


0.0 


Dermal fibroblast 


0.0 
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and IL-4 




CCD 1070 rest 




FOT -1 dhr AMP 


00 


Dermal fibroblast 
CCD 1070 TNF alpha 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 

.... d> n .. -fc-W 


Dermal fibroblast 
CCD 1070 IL-1 beta 


0.0 


,B .r a laaa — b — a-.-i..ii8. .f; ■ a 

Dendritic cells none 


0.0 


Dermal fibroblast IFN 

gamma 


0.0 


Dendntic cells LPS 


0.0 


Dermal iiDroDiast ii^-4 




Dendntic cells anti- 


0.0 

. 


IBD Colitis 2 


35.8 


Monocytes rest 


-— y*^""-" '■ — • ■ 




10 7 


\ionocvtes LPS 


0.0 


Colon 


4.7 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC Starved 


1 0.0 







Panel LSD Summary: Agl738 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 



Panel 2.2 Summary: Agl738 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl738 Significant expression of the GMAC022207_C gene is 
detected in a liver cirrhosis sample (CT = 34). Furthermore, expression of this gene is not 
detected in normal liver in Panel 1.3D, suggesting that its expression is unique to liver 
cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 

AQ. GMAC022207_B: GPCR 

Expression of gene GMAC022207_B was assessed using the primer-probe set 
Agl737, described in Table AQA. Results of the RTQ-PCR runs are shown in Tables AQB 
and AQC. 



Table AQA . Probe Name Agl737 
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Primers 


Sequences j 


Length 


Start Position 


SEQ ID 
NO: 


Forward 


5 ' -acaggcaaccattcagatgtaa-3 ' 


22 


25 




417 


Probe 


11- n - i„i„».r.n ■ . wrv«.wi..nmn». imf. i. i.«»>»m..« i wmrn .■■...i..n iTMi..riir.i-.r.t ■ rir.»r.iri i 

TET-5 • -agggtccgcccagagttctacattct-3 ' -TAMRA 


1 26 


70 


418 


Reverse 

. > 


5 ' -tagatcagcaggaacaggaaga-3 ' 


i 22 


101 


419 



Table AOB. Panel 1.3D 



Tissue Name 


ppi l^vn (Vc^ 

Agl737, Run 
165974804 


Tissue Name 


ReL Exp.(%) 
Agl737, Run 
165974804 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 

2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


2.6 


1 nyroiQ 


u.u 

■ 


Rpnal ra ACHN 


00 


Salivary gland 


0.0 1 


Renal ca.UO-31 


0.0 


Pituitary gland 


6.0 1 


Renal ca. TK-10 


A A 
O.U 


Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) j 


0.0 


Liver (fetal) 


0.0 


Bram (amygaaiaj 


0 0 

\J,\J 

\ 
i 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 

— '"T'Bi"fTtii-i-nni f imwrnfr ^-unrmmmrffl ' •— 


■ 

Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 
LX-1 


A A 
U.U 


Brain (thalamus) 


0.0 


Lung ca. (small cell) 
NCI-H69 


A A 
U.U 


^.^.'^^^ 

Cerebral Cortex 


u.u 


Lung ca. (s.cell var.) 
SHP-77 


0 0 


Spinal cord 


0.0 


Lung ca. (large 
cell)NCI-H460 


0.0 


glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 
cell) A549 


0.0 


glio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 
NCI-H23 


0.0 


„ ...v.^,^.. -.,-.^,.,m».y-..f,.rV,,.Yr/^r/f 

astrocytoma S W 1 783 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


Neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 

NCI-H522 


0.0 


astrocytoma SF-539 


5.3 


Lung ca. (squam.) 
SW900 


0.0 
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astrocytoma SNB-75 


0.0 

T-i Ti 1 - ~ i ~' 


Lung ca. (squam.) 
NCI-H596 


100.0 


glioma SNB-19 


0.0 


Mammary gland 


0,0 


Glioma I J251 


00 


Breast ca.* (pl.ef) 
MCF-7 


0.0 


- IT. f. T BfW 

glioma SF-295 

... . _. 


0.0 




Breast ca.* (pl.ef) 

MDA-mB-231 


0.0 


Heart (fetal) 


0.0 


Breast ca.* (pl.ei) 
T47D 


0.0 


Heart 


0.0 


Breast ca. BT-549 


0.0 


Skeletal muscle (fetal) 


5.8 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 


i5one marrow 


0 0 


Ovarian ca. 
OVCAR-3 


00 


1 nynius 


0 0 


Ovarian ca. 
OVCAR-4 


0.0 


■ — , — - — ■■ — — f — ^..^^ — - 
opieen 




Ovarian ca. 
OVCAR-5 


00 




0 0 


Ovarian ca. 
OVCAR-8 

TT nrirrwnTiim'ti'n * — — - -~ — -— 


0,0 


Colorectal 


0.0 


Ovarian ca. IGROV- 


0.0 


Stomach 


0.0 


Ovarian ca.* 
(ascites) SK-OV-3 


10.0 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


1 ~ = a -....nn-t .1. 

0.0 


Plancenta 


0.0 


Colon ca.* 
SW620(SW480 met) 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 


Colon ca. HCT-116 


0.0 


Testis 


1.3 


i^oion ca. v>av_/0-z 


0 0 


Melanoma 
Hs688(A).T 


0 0 


Colon ca, 
tissue(OD03866) 


0 0 


Melanoma* (met) 

Hs688(B).T 


0 0 




— 

0 0 

v.v/ 

r r ■ - - ' . ■ 1 ■ ■ w f 


Melanoma UACC- 
62 

■ .1- ^..«,W.,f WJII . ,».lh.<.«..,.l 


0 0 


Gastric ca.* (liver met) 
NCI-N87 


0.0 


Melanoma M 1 4 

a 1 X M... ■> 


0.0 


Bladder 


0.0 


Melanoma LOX 
IMVl 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 
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Kidney 


0.0 


Adipose 


0.0 



Table AOC . Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl737, Run 


Tissue Name 


Rei. JLxp.(yo) 
Agl737, Run 
165814169 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Thz act 


0.0 


HUVEC IFN gamma 


U.U 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


3.4 


ocL'Onu.d.ry 1 1 1 icbi 




Lung Microvascular EC 
none 


0 0 


Jrnmary inx aci 


V/.V 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0 0 


rnniary inz aci 


0 0 


Microvascular Dermal EC 
none 


0 0 


x^nmaiy in dci 


0 0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


00 


rnmary ini resi 


0 0 

na...4«-.. 1 JT tT rrr„T.,a„„s,.n..s^a.,j!Si....m,mr, 


Bronchial epithelium 
TNFalpha + ILlbeta 


0 0 


Primary Th2 rest 


0.0 


Small airway epithelium 

none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coroneiy artery SMC rest 


0.0 


CD45RO CD4 
lymphocjrte act 


0.0 


Coroneiy artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CD8 
lymphocyte rest 


u.u 


Astrocytes TNFalpha + 
IL-lbeta 


0 0 

V.Vr 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0.0 


KU-8 12 (Basophil) 
PMA/ionomycin 


10.3 


2ry Thl/Th2/Trl_anti- 
CD95 CHI 1 


0.0 


CCDl 106 (Keratinocytes) j 
none 


0.0 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 


LAK cells IL-2 0.0 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL-12 : 


0.0 


Lupus kidney 


4.8 
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LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


31.0 


LAK cells IL-2+IL- 18 


0.0 


NCI-H292 IL-4 


16.0 


LAK cells 
PMA/ionomycin 


0.0 

■ * . . T .. ..T...t 


NCI-H292 IL-9 


58.2 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


J.U 


Two Way MLR 3 day i 


0,0 


NCI-H292 IFN gamma 




Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Wav MLR 7 dav 


0.0 


HPAEC TNF alpha + IL-1 
beta 


0.0 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


u.u 


T iincT fiViTrtfiljict TT -1 ^ 
L^Ulig ilUlUUJlaoL 11^ i..^ 


00 


B lymphocytes FWM 


u.u 


Lung fibroblast IFN 

gamma 


0 0 


B lymphocytes CD40L 
and IL-4 


u.u 


Dermal fibroblast 
CCD 1070 rest 


0 0 


JbUL--! aDCAJYlr 


u.u 


Dermal fibroblast 
CCD1070 TNF alpha 


0 0 


EOL-l dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD1070 IL-1 beta 


0.0 


DpTidritic cells none 


0.0 


Dermal fibroblast IFN 
gamma 


0.0 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


6.1 


Monocytes rest 


0.0 


IBD Cronn s 


u.u 


jvionocyies i^ro 


0 0 


Colon 


42 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


2.4 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel 1.3D Summary: Agl737 Expression of the GMAC022207__B gene is highest in a 

lung cancer cell line (CT = 33.5). In addition, significant expression is also detected in spleen 

(CT = 33.7). Therefore, expression of this gene can be used to distinguish lung cancer cell 

lines and spleen from the other samples on this panel. Furthermore, antibodies or small 

molecule therapeutics that block the fimction of this GPCR may be useful as anti- 
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inflammatory therapeutics for the treatment of allergies, autoimmune diseases, and 
inflammatory diseases. In addition, therapeutic modulation of the activity of the GPCR 
encoded by this gene may be beneficial in the treatment of lung cancer. 

Panel 22 Summary: Agl737 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl737 The GMAC022207_B gene is expressed at highest levels in 
liver cirrhosis. Normal liver does not express this transcript in panel 1.3 and 2.2 suggesting 
that expression of this gene may be induced by cirrhosis. Thus, the transcript or the protein 
encoded for by the transcript could be used diagnostically to identify liver cirrhosis. 

Expression of the GMAC022207_B gene is also moderate in the lung 
mucoepidermoid cell line NCI-H292. In addition, expression of this gene is reduced in NCI- 
H292 cells treated with IL-13 and gamma interferon, both of which can effect the remodeling 
in the lung during asthma and emphysema. Therefore, therapeutic modulation of the activity 
of this gene or its protein product, using small molecule drugs or antibodies, could be useful 
in treating tissue remodeling due to liver cirrhosis, asthma, or emphysema. 



AR- GMAC011879_A: GPCR 

Expression of gene GMACOl 1879_A was assessed using the primer-probe sets 
Ag2481 and Agl735, described in Tables ARA and ARB. Results of the RTQ-PCR runs are 
shown in Tables ARC, ARD, ARE and ARF. 



Table ARA . Probe Name Ag248 1 



Primers: 


Sequences 


Length 


Start Position 


SEQ 
ID NO: 


Forward; 


5 * -gggtaggactcagcacagtgta-3 ' 


22 i 


830 


420 


Probe 


TET-5 ' -caacttgctcttccctgcgctgtag-3 ' -TAMRA 


25 


793 


421 


Reverse 


5 ' -cgctgtcttctacgcctacata-3 ' 




757 


422 



Table ARB . Probe Name Agl735 



Primers 


Sequences 


Length 


Start Position; 


SEQ 
ID 
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NO: 


Forward 


5 ' -agacgttggtaaccgagttcat-3 • 


22 


15 


423 


Probe 


TET-5 • -agcacccagaataccgggtgttctta-3 ' -TAMRA 


26 ■ 


54 


424 


Reverse 


5 ' -cccagagtagaggaagaggaaa-3 ' 


22 . 


88 
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Table ARC . CNS_neurodegeneration_vl.O 





Tissue Name 


Rel. Exp.(%) Ag2481, 
Run 208122024 


Tissue Name 


Rel. Exp.(%) Ag2481, 
Run 208122024 




AD 1 Hippo 


0.0 


Control (Path) 3 
Temporal Ctx 


0.0 




Mmimmimi — "fn-^ \ 

AD 2 Hippo 


0.0 


Control (Path) 4 
Temporal Ctx 


2.2 




AD 3 Hippo 


0.0 


AD 1 Occipital Ctx 


0.0 




AD 4 Hippo 


0.0 


AD 2 Occipital Ctx 
(Missing) 


0.0 




AD 5 Hippo 


2.5 


AD 3 Occipital Ctx 


0.0 


**** 


AD 6 Hippo 


79.6 


AD 4 Occipital Ctx 


8.7 




Control 2 Hippo 


12.4 


AD 5 Occipital Ctx 


1.7 




Control 4 Hippo 


0.0 1 


AD 6 Occipital Ctx 

, ^ , ^ „■*,„ , / 


20.9 


Tt t \\ 


Control (Path) 3 
Hippo 


0.0 


Control 1 Occipital 

Ctx 


0.0 




AD 1 Temporal Ctx 


■ 

0.0 


Control 2 Occipital 
Ctx 


13.0 




AD 2 Temporal Ctx: 


0.0 


Control 3 Occipital 

Ctx 


5.3 


;; ^ 


AD 3 Temporal Ctx 


0.0 


Control 4 Occipital 

Ctx 


0.0 




AD 4 Temporal Ctx 


18.8 


Control (Path) 1 
Occipital Ctx 


2.3 




AD 5 Inf Temporal 
Ctx 


'J 1 O 

31.2 


Control (Path) 2 
Occipital Ctx 


u.u 




AD 5 Sup 
Temporal Ctx 


38.2 


Control (Path) 3 
Occipital Ctx 


0.0 




AD 6 Inf Temporal 
Ctx 


71.2 


Control (Path) 4 
Occipital Ctx 


0.0 




AD 6 Sup 
Temporal Ctx 


100.0 


Control 1 Parietal 
Ctx 


0.0 




Control 1 Temporal 
Ctx 


0.0 


Control 2 Parietal 

Ctx 


2.4 




Control 2 Temporal 
Ctx 


8.2 


Control 3 Parietal 

Ctx 

n< , .-. w... .r -..v..-!-..r..j,. JU' 


0.0 




Control 3 Temporal 


5.9 


Control (Path) 1 


0.0 
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Ctx 




Parietal Ctx 


— 


Control 3 Temporal 
Ctx 


0.0 


Control (Path) 2 
Parietal Ctx 


3.0 


Control (Path) 1 
Temporal Ctx 


10.2 


Control (Path) 3 

Parietal Ctx 


0.0 


Control (Path) 2 
Temporal Ctx 


5.4 

■1 ,in...n„r.„n„vn, 


Control (Path) 4 

Parietal Ctx 


6.5 



Table ARD. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) 
Agl735, Run 
165533733 


Rel. Exp.(%) 
Ag2481, Run 
165534566 


Tissue Name 


Rel. Exp.(%) 
Agl735, Run 
165533733 


Rel. Exp.(%) 
Ag2481, Run 
165534566 


Liver 

adenocarcinoma 


0.0 


0.0 


Kidney (fetal) 


0.0 


0.0 


Pancreas 


10.4 


6.0 


Renal ca. 786- 
0 


0.0 


0.0 


Pancreatic ca. 
CAPAN 2 


0.0 


0.0 


Renal ca. 
A498 

,.„,„-n.r»,nrnr., .r.,Ti,.rT-,r.,r,-, i,T.-,.r-,-.m 


0.0 


0.0 


Adrenal ^land 


00 


0.0 


Renal ca.RXF 
393 


100-0 


97.9 


Thyroid 


0.0 


0.0 


Renal ca. 
ACHN 


0.0 


0.0 


Salivary gland 


0.0 


0.0 


Renal ca. UO- ; 

31 


0.0 


0.0 


Pituitary gland 


U.u 


A A 
U.U 


Renal ca. TK- 
10 


A A 
U.U 


u.u 


Brain (fetal) 


0.0 


9.0 


Liver 


0.0 


0.0 


; r, c it « s. 1. J..— 

Brain (whole) 


16.4 

, . ^ - .... , . 


0.0 

,- , , . 


Liver (fetal) 


4.8 


0.0 


Brain (amygdala) 


0.0 


5.5 


Liver ca. 

(hepatoblast) 

HepG2 


0.0 


0.0 


Brain (cerebellum) 


19.3 


6.2 


Lung 


5.3 


0.0 

— Jl^.. — ..iiJl. rUliil /rm„ 1.1. ...ml 


Brain 

(hippocampus) 


0.0 


0.0 


Lung (fetal) 

w =.„s.....,r.Jr.,..*..,>^,. 


5.4 

■ ■ ~ - 


0.0 


Brain (substantia 
nigra) 

- ' 


0.0 


100.0 


Lung ca. 
(small cell) 
LX-1 


0.0 


0.0 


Brain (thalamus) 


0.0 


0.0 


Lung ca. 
(small cell) 
NCI-H69 


0.0 


0.0 


Cerebral Cortex 


5.3 


0.0 


Lung ca. 
(s.cell var.) 
SHP-77 


24.5 


16.3 
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Spinal cord 


10.1 


0.0 

■ 


Lung ca. 
(large 
cell)NCI- 
H460 


0.0 


12.1 


glio/astro U87-MG 


0.0 


0.0 


Lung ca. (non- 
sm, cell) A549 


0.0 


0.0 


glio/astroU-118- 
MG 


0.0 


0.0 


Lung ca. (non- 

s.cell) NCI- 
H23 


6.1 


0.0 


astrocytoma 
SW1783 


8.7 


0.0 

..V <. 1. >I u i 


Lung ca. (non- 
s.cell) HOP-62 


0.0 


1.9 


neuro*; met SK-N- 
AS 


0.0 


0.0 


Lung ca. (non- 

s.cl) NCI- 
H522 


0.0 


0.0 


astrocytoma SF- 

539 


0.0 


0.0 


Lung ca. 
(squam.) SW 
900 


0.0 


6.8 


astrocytoma SNB- 

/ J 


0.0 


9.8 


Lung ca. 
(squam.) NCI- 
H596 


0.0 


0.0 


glioma SNB-19 


0.0 


0.0 


Mammary 
gland 


0.0 


0.0 


glioma U25 1 


0.0 


0.0 


Breast ca.* 
(pLef) MCF-7 


0.0 


0.0 


glioma SF-295 


0.0 


0.0 


Breast ca.* 
(plef) MDA- 
MB-23 1 


0.0 


2.6 

„ i 


fican ^leiai ) 






Breast ca.* 
(pLef) T47D 


\J^J 




Heart 


0.0 


0.0 


Breast ca. BT- 
549 


0.0 


0.0 


Skeletal muscle 
(fetal) 


0.0 


0.0 


Breast ca. 
MDA-N 


0.0 


0.0 


Skeletal muscle 


SI 


19.9 


Ovary 


0.0 


0.0 


Donc UlaiXOW 


n n 

v.v 


0 0 


Ovarian ca. 
OVCAR-3 


0 0 


0 0 


1 nymus 




o 1 .o 


Ovarian ca. 
OVCAR-4 


u.u 


u.u 


apieen 






Ovarian ca. 
OVCAR-5 


U.U 


u.u 


Lymph node 


30.1 


53.2 


Ovarian ca. 
OVCAR-8 


0.0 


■ 

0.0 


Colorectal 


4.9 


0.0 


Ovarian ca. 
IGROV-1 


0.0 


0.0 


Stomach 


0.0 

_ i 


0.0 


Ovarian ca.* 


4.3 


0.0 
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1 = ; 


— — =^ 




(ascites) SK- 
OV-3 




A ^ ... ..... 


Small intestine 


9.5 


12.7 


Uterus 


0.0 


0.0 


Colon ca. SW480 


0.0 


0.0 


Plancenta 


0.0 


0.0 


Colon ca.* 

SW620(SW480 

met) 


0.0 


4.7 


Prostate 


5.0 


0.0 

1—1 -r irrMicp.j,M...,-jiM-.TTH ■a.nt.f] aii 


Colon ca. HT29 


0.0 


0.0 

* »■ ...» «.* 1 — — " 


Prostate ca.* 
(bone met)PC- 
3 

^"".'.> 


0.0 


0.0 


« » ^ 

Colon ca. HCT- 
116 


0.0 


3.0 


Testis 


0.0 


0.0 


Colon ca. CaCo-2 


0.0 


0.0 


Melanoma 
Hs688(A).T 


0.0 


0.0 


f, , • — 

Colon ca. 


0.0 


0.0 


Melanoma* 
(met) 

Hs688(B).T 


0.0 


0.0 

01 ,— — 1 .-i,.nr..„i 


Colon ca. HCC- 

2998 


0 0 


00 


Melanoma 
UACC-62 


00 


21.8 


Gastric ca.* (liver : 
met) NCI-N87 


0.0 


0.0 


Melanoma 
M14 


0.0 


10.1 


Bladder 


0.0 


0.0 


Melanoma 
LOX IMVI 

1 ■ M. 1 M ,. 1,.'. 


0.0 


0.0 


Trachea 


15.9 


0.0 


Melanoma* 
(met) SK- 
MEL-5 


0.0 


0.0 


Kidney 


0.0 


0.0 


Adipose 


0.0 


0.0 



Table ARE. Panel 2.2 



Tissue Name 


Rel. Exp.(%) 
Agl735, Run 
173762017 


Tissue Name 


Rel. Exp.(%) 
Agl735, Run 
173762017 


Normal Colon 


9.8 


Kidney Margin 
(OD04348) 


0.0 


Colon cancer 
(OD06064) 


0.0 


Kidney malignant 
cancer (OD06204B) 


20.0 


Colon Margin 

(OD06064) 


0.0 


Kidney normal adjacent 
tissue (OD06204E) 


0.0 


Colon cancer 
(OD06159) 


0.0 


Kidney Cancer 
(OD04450-01) 


0.0 


Colon Margin 
(OD06159) 


0.0 


Kidney Margin 
(OD04450-03) 


0.0 


Colon cancer 


0.0 


Kidney Cancer 


0.0 
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(OD06297-04) 




8120613 




Colon Margin 
(OD06297-015) 


0.0 


Kidney Margin 

8120614 


00 


CC Gr.2 ascend colon 
(OD03921) 

<.i..!i -...nna -.~ . rr. .'; n , - , ..t,, , ... 


0.0 

^ nn....anfi..-!fc,n...,B nii,.nn!fc.n n. n 


Kidney Cancer 
9010320 


0.0 


CC Margin fOD03921) 


0.0 


Kidney Margin 
9010321 


0 0 


Colon cancer metastasis 
(OD06104) 


0.0 


Kidney Cancer 
8120607 


0 0 


Lung Margin 
(OD06104) 


00 


Kidney Margin 
8120608 


00 


Colon mets to lung 
(OD04451-01) 


0.0 


Normal Uterus 


0.0 


Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 064011 


0.0 


Normal Prostate 


0.0 


Normal Thyroid 


0.0 


Prostate Cancer 
(OD04410) 


00 


Thvroid Cancer 064010 


0 0 


Prostate Margin 
(OD04410) 


0 0 


Thyroid Cancer 
A302152 

K . . , i 


22 7 


NoTmal Ovarv 


0 0 


Thyroid Margin 
A302153 

- — * 


0 0 


Ovarian cancer 
(OD06283-03) 


■ 

11.6 

«ir r iroin nrrr i r i r r t t i t 


Normal Breast 


0.0 


Ovarian Margin 
(OD06283-07) 


0.0 


Breast Cancer 
(OD04566) 


13.7 

l.-J...— -■ .- -.- tl t.,-,..«....DI..^— ■— ..Jt... 


Ovarian Cancer 064008 


100.0 


Breast Cancer 1024 


0.0 


Ovarian cancer 
(OD06145) 


0.0 


Breast Cancer 
(OD04590-01) 


0.0 


Ovarian Margin 
(OD06145) 


23.2 


Breast Cancer Mets 
(OD04590-03) 


11.6 


Ovarian cancer 
(OD06455-03) 


0.0 


Breast Cancer 

Metastasis (OD04655- 
05) 


22.5 


Ovarian Margin 
(OD06455-07) 

. . 


0.0 

.J 


Breast Cancer 064006 


0.0 


Normal Lung 


20.6 


Breast Cancer 9100266 


9.1 


Invasive poor diff. lung 
adeno(ODO4945-01 


0 0 


Brea<5t Marmn Q10026S 


0 0 

v. V/ 


Lung Margin 
(ODO4945-03) 


9.5 


Breast Cancer A209073 


0.0 


Lung Malignant Cancer 
(OD03126) 


0.0 


Breast Margin 
A2090734 


0.0 


Lung Margin 


0.0 


Breast cancer 


10.2 
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"""""" 

(OD03126) 




(OD06083) 


'•" "" ""' "'""""•"•'» 


Lung Cancer 
(OD05014A) 


0.0 


Breast cancer node 
metastasis (OD06083) 


0.0 


Lung Margin 
(OD05014B) 

3 Tm i> j..,..,...^ a ^ i=i as 


9.0 

- — " — — . — 


Normal Liver 


0.0 


Lung cancer (OD06081) 


0.0 


Liver Cancer 1026 


13.3 


Lung Margin 
(OD06081) 


9.5 


Liver Cancer 1025 


50.7 


Lung Cancer 
(OD04237-01) 


22.5 


Liver Cancer 6004-T 


0.0 


Lung Margin 
(OD04237-02) 


0.0 

J 


Liver Tissue 6004-N 


0.0 


Ocular Melanoma 

Metastasis 


0.0 


Liver Cancer 6005-T 


0.0 


Ocular Melanoma 
Margin (Liver) 


0.0 


Liver Tissue 6005-N 


0.0 


Melanoma Metastasis 


0.0 : 


Liver Cancer 064003 


0.0 


Melanoma Margin 
(Lung) 


- 

10.5 


Normal Bladder 


0.0 


Normal Kidney 


0.0 


Bladder Cancer 1023 


0.0 


Kidney Ca, Nuclear 
grade 2 (OD04338) 

. , . ^— y - « 


11.4 


Bladder Cancer 
A302173 


0.0 


Kidney Margin 
(OD04338) 


0 0 

I r - r r ■ ^ 


Normal Stomach 


5 3 


Kidney Ca Nuclear 
grade 1/2 (OD04339) 


00 


Gastric Cancer 
9060397 


00 


Kidney Margin 
(OD04339) 


00 

...M«.,..., -- ■■ ( 


Stomach Margin 
9060396 


00 


Kidney Ca, Clear cell 
type (OD04340) 


0.0 


Gastric Cancer 
9060395 


12.6 


Kidney Margin 

(OD04340) 


0.0 


Stomach Margin 
9060394 

1 M ■■ f It l..rlii.i. r... * t..t.«..i 


12.4 


Kidney Ca, Nuclear 

grade 3 (OD04348) 


0.0 


Gastric Cancer 064005 


0.0 



Table ARF. Panel 4D 



Tissue Name 


ReL 
Exp.(%) 
Agl735, 

Run 
165355439 


Rel. 

Exp.(%) 
Ag2481, 

Run 
164317770 


Tissue Name 


Rel. 

Exp.(%) 
Agl735, 

Run 
165355439 


Rel. 
Exp.(%) 
Ag2481, 

Run 
164317770 


Secondary Thl act 


0.0 


0.0 


HUVECIL-lbeta 


0.0 


0.0 


Secondary Th2 act 


0.0 


0.0 


HUVECIFN 


0.0 


0.0 
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gamma 






Secondary Trl act 


0.0 


0.0 


HUVECTNF 

alpha + IFN 
gamma 


0.0 


0.0 


Secondary Thl rest 


1.2 


1.0 


HUVECTNF 
alpha + IL4 


0.0 


0.0 


Secondary Th2 rest 


0.0 


0.0 


HUVEC IL-U 

— 


0.0 


0.6 


Secondary Trl rest 

^ . , 


0.0 


0.0 


Lung 

Microvascular EC 

none 


0.0 

^ 


0.0 

— . ^ 


Primary Thl act 


0.0 


0.0 

W IM 1«.Ki»...»t 


Lung 

Microvascular EC 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 

.11 VI /tl iHit M.m.— — 1 


r nmaiy 1 tiZ act 


u.u 


A A 

# 


Microvascular 
Dermal EC none 


A A 
U.U 


A A 
U.U 


Primary Trl act 


0.0 




■ 

0.0 


Microsvasular 
Dermal EC 
TNFalpha -f- IL- 
Ibeta 


0.0 


0.0 


Primary Thl rest 


8.3 


3.7 


Bronchial 
epithelium 
TNFalpha + 
ILlbeta 


0.0 


0.0 


Primary Th2 rest 




A A 

U.U 


Small airway 
epithelium none 


A A 
U.U 


0.0 


Primary Trl rest 


0.0 


0.0 


Small airway 
epithelium 
TNFalpha + IL- 
lbeta 


0.0 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


0.0 


Coronery artery 
SMC rest 


0.0 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


0.0 


Coronery artery 
SMC TNFalpha + 
IL-lbeta 


0.0 


0.0 


CDS lymphocyte 
act 

_i 


0.8 


0.0 


Astrocytes rest 


0.5 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 

! 


i 

0.0 


Astrocytes 
TNFalpha + IL- 
lbeta 


0.0 


0.0 


Secondary CDS 
lymphocyte act 


: 

0.0 


0.0 


KU-812 
(Basophil) rest 


0.0 


0.0 


CD4 lymphocyte 
none 


1.0 


0.0 


KU-812 

(Basophil) 

PMA/ionomycin 


0.0 


0.0 
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2ry 

Thl/Th2/Trl anti- 
CD95CH11 


1.0 


0.0 


iCCD1106 

(Keratinocytes) 

inone 


0.0 


0.0 


LAK cells rest 


4.7 


0.0 


1CCD1106 
! (Keratinocytes) 
ITNFalpha + IL- 
Ibeta 


0.0 


0.0 


LAK cells IL-2 


1.1 


0.0 


Liver cirrhosis 


2.8 


6.5 


LAK cells IL- 
2+IL-12 


0.0 


0.0 


Lupus kidney 

— ■ > _^ — ,111 6.g A ( 


0.0 


0.0 


LAK cells IL- 
2+IFN gamma 


3.4 


0.0 

i -n „...i. .>.i, 


NCI-H292 none 


5.0 


5.0 


LAK cells IL-2+ 
IL-18 


1.3 


0.0 


NCI-H292 IL-4 

1 ■ i ti 1 1.1 1 1.1— M.. J- IMdt, Jm— ...iB. — .. 


5.9 


0.6 


LAK cells 
PMA/ionomycin 


0,0 


0.0 


NCI-H292 IL-9 


3.4 


1.5 


NK Cells IL-2 rest 


0.0 


0.0 


NCI-H292 IL-13 


5.0 

J ...tf 1, 


0.3 


Two Way MLR 3 
day 


0.0 


1.6 

^ — . ^ 


NCI-H292 IFN 
gamma 


3.7 


0.2 


Two Way MLR 5 
day 


0.0 


0.3 


HPAEC none 


00 


0 0 


Two Way MLR 7 
day 


0.0 


0.8 


HPAEC TNF 
alpha + IL-1 beta 


0.0 

- „ 


0.0 

- . 


PBMCrest 


0.0 


0.0 


Lung fibroblast 
none 


0.0 


0.3 


PBMC PWM 

\ 

: 


2.3 


0.0 


Lung fibroblast 
TNF alpha + IL-1 
beta 


0.0 


0.0 


PBMC PHA-L 


i 

00 


00 


Lung fibroblast 
IL-4 


00 


0 0 


Ramos (B cell) 
none 


35 1 


27 4 


Lung fibroblast 
IL-9 


0 0 


0 0 


Ramos (B cell) 

ionomycin 


100 0 


100 0 


Lung fibroblast 
IL-13 


0 0 


0 0 


B lymphocytes 
PAVM 


2.0 


2.3 


Lung fibroblast 
EFN gamma 


0.0 


0.0 


B lymphocytes 
CD40L and IL-4 


11.5 


9.0 


Dermal fibroblast 
CCD 1070 rest 


0.0 


0.0 


EOL-1 dbcAMP 


0.0 


0.0 


Dermal fibroblast 
CCD 1070 TNF 
alpha 


0.0 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


0.0 


Dermal fibroblast 
CCD1070 IL-1 
beta 


0.0 


0.0 



478 



Dendritic cells 
none 


1.1 

■ - 


0.0 

. 1 .. .f.ir. jB .n.m.f 


Dermal fibroblast 
IFN gamma 


0.0 


— ' 

0.0 


Dendritic cells LPS 


0.0 


0.0 


Dermal fibroblast 

TT A 


0.0 

..■.n....n.ii Ti .ii.n. Ml .Ji.,. 


0.0 


Dendntic cells anti- 
CD40 


0.0 


0.0 


IBD Colitis 2 


0.0 


0.0 


Monocvtes rest 


0 9 


0 0 


IBD Crohn's 


0 0 


0 3 


Monocytes LPS 


0.0 


0.0 


Colon 


1.1 


1.4 


Macrophages rest 


1.2 


0.2 


Lung 


0.0 


1.3 


Macrophages LPS 


1.2 


0.0 


Thymus 


0.0 


0.0 


HUVEC none 


0.0 


0.0 


Kidney 


20.4 


26.2 


HUVEC starved 


0.0 


0.0 







CNS^neurodegeneration vl.O Summary: Ag2481 Expression of the GMAC011879_A 
gene is upregulated in the temporal cortex of Alzheimer's disease patients. Therefore, 
blockade of this receptor may be of use in the treatment of this disease and decrease neuronal 
death. Please see Panel L3D for further discussion of potential utility of this gene in the 
treatment of CNS disorders. 



Panel 13D Summary: Agl735/2481 Expression of the GMAC011879__A gene was 
assessed in two independent runs, each run with a different probe and primer set. There was 
good concordance between the two runs with the consistent highest expression seen in a 
sample derived from a renal cell cancer cell line (RXF 393). In addition, there was relatively 
high expression in a sample derived from substantia nigra, but only in one of the runs (run 
Id#l 65534566). This run also showed substantial expression associated with thymus and 
lymph node tissue. Thus, the expression of this gene could be used to distinguish the above 
listed samples from other samples in the panel. In addition, therapeutic modulation of the 
activity of this gene or its product product, using small molecule drugs, antibodies or protein 
therapeutics, may be of use in the treatment of kidney cancer. 

This gene represents a novel G-protein coupled receptor (GPCR) with low, but 
significant expression in the brain. The GPCR family of receptors contains a large number of 
neurotransmitter receptors, including the dopamine, serotonin, a and P-adrenergic, 
acetylcholine muscarinic, histamine, peptide, and metabotropic glutamate receptors. GPCRs 
are excellent drug targets in various neurologic and psychiatric diseases. All antipsychotics 
have been shown to act at the dopamine D2 receptor; similarly novel antipsychotics also act 
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at the serotonergic receptor, and often the muscarinic and adrenergic receptors as well. While 
the majority of antidepressants can be classified as selective serotonin reuptake inhibitors, 
blockade of the 5-HTl A and a2 adrenergic receptors increases the effects of these drugs. The 
GPCRs are also of use as drug targets in the treatment of stroke. Blockade of the glutamate 
receptors may decrease the neuronal death resulting fi'om excitotoxicity; further more the 
purinergic receptors have also been implicated as drug targets in the treatment of cerebral 
ischemia. The p-adrenergic receptors have been implicated in the treatment of ADHD with 
Ritalin, while the a-adrenergic receptors have been implicated in memory. Therefore this 
gene may be of use as a small molecule target for the treatment of any of the described 
diseases. 

References: 

1. El Yacoubi M, Ledent C, Parmentier M, Bertorelli R, Ongini E, Costentin J, Vaugeois JM. 
Adenosine A2A receptor antagonists are potential antidepressants: evidence based on 
pharmacology and A2A receptor knockout mice. Br J Pharmacol 2001 Sep;134(l):68-77 

L Adenosine, an ubiquitous neuromodulator, and its analogues have been shown to produce 
'depressant' effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated 'depressant' 
effect, 2. We have designed studies to assess whether adenosine A2A receptor antagonists, or 
genetic inactivation of the receptor would be effective in established screening procedures, 
such as tail suspension and forced swim tests, which are predictive of clinical antidepressant 
activity. 3. Adenosine A2A receptor knockout mice were found to be less sensitive to 
'depressant' challenges than their wildtype littermates. Consistently, the adenosine A2A 
receptor blockers SCH 58261 (1 - 10 mg kg(-l), i.p.) and KW 6002 (0,1 - 10 mg kg(-l), p,o.) 
reduced the total immobility time in the tail suspension test. 4. The efficacy of adenosine 
A2A receptor antagonists in reducing immobility time in the tail suspension test was 
confirmed and extended in two groups of mice. Specifically, SCH 58261 (1 - 10 mg kg(-l)) 
and ZM 241385 (15 - 60 mg kg(-l)) were effective in mice previously screened for having 
high immobility time, while SCH 58261 at 10 mg kg(-l) reduced immobility of mice that 
were selectively bred for their spontaneous 'helplessness' in this assay. 5, Additional 
experiments were carried out using the forced swim test. SCH 58261 at 10 mg kg(-l) reduced 
the immobility time by 61%, while KW 6002 decreased the total immobility time at the doses 
of 1 and 10 mg kg(-l) by 75 and 79%, respectively. 6. Administration of the dopamine D2 
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receptor antagonist haloperidol (50 - 200 microg kg(-l) i.p.) prevented the antidepressant-like 
effects elicited by SCH 58261 (10 mg kg(-l) i.p.) in forced swim test whereas it left unaltered 
its stimulant motor effects. 7. In conclusion, these data support the hypothesis that A2A 
receptor antagonists prolong escape-directed behaviour in two screening tests for 
antidepressants- Altogether the results support the hypothesis that blockade of the adenosine 
A2A receptor might be an interesting target for the development of effective antidepressant 
agents. 

2. Blier P. Pharmacology of rapid-onset antidepressant treatment strategies. Clin Psychiatry 
2001;62 Suppl 15:12-7 

Although selective serotonin reuptake inhibitors (SSRIs) block serotonin (5-HT) reuptake 
rapidly, their therapeutic action is delayed. The increase in synaptic 5-HT activates feedback 
mechanisms mediated by 5-HTlA (cell body) and 5-HTlB (terminal) autoreceptors, which, 
respectively, reduce the firing in 5-HT neurons and decrease the amount of 5-HT released per 
action potential resulting in attenuated 5-HT neurotransmission. Long-term treatment 
desensitizes the inhibitory 5-HTl autoreceptors, and 5-HT neurotransmission is enhanced. 
The time course of these events is similar to the delay of clinical action. The addition of 
pindolol, which blocks 5-HT 1 A receptors, to SSRI treatment decouples the feedback 
inhibition of 5-HT neuron firing and accelerates and enhances the antidepressant response. 
The neuronal circuitry of the 5-HT and norepinephrine (NE) systems and their connections to 
forebrain areas believed to be involved in depression has been dissected. The firing of 5-HT 
neurons in the raphe nuclei is driven, at least partly, by alpha 1-adrenoceptor-mediated 
excitatory inputs from NE neurons. Inhibitory alpha2-adrenoceptors on the NE 
neuroterminals form part of a feedback control mechanism. Mirtazapine, an antagonist at 
alpha2-adrenoceptors, does not enhance 5-HT neurotransmission directly but disinhibits the 
NE activation of 5-HT neurons and thereby increases 5-HT neurotransmission by a 
mechanism that does not require a time-dependent desensitization of receptors. These 
neurobiological phenomena may underlie the apparently faster onset of action of mirtazapine 
compared with the SSRIs. 

3. Tranquillini ME, Reggiani A. Glycine-site antagonists and stroke. Expert Opin Investig 
Drugs 1999 Nov;8(l 1): 1837- 1848 

The excitatory amino acid, (S)-glutamic acid, plays an important role in controlling many 

neuronal processes. Its action is mediated by two main groups of receptors: the ionotropic 
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receptors (which include NMDA, AMPA and kainic acid subtypes) and the metabotropic 
receptors (mGluR(l-8)) mediating G-protein coupled responses. This review focuses on the 
strychnine insensitive glycine binding site located on the NMDA receptor channel, and on the 
possible use of selective antagonists for the treatment of stroke. Stroke is a devastating 
disease caused by a sudden vascular accident. Neurochemically, a massive release of 
glutamate occurs in neuronal tissue; this overactivates the NMDA receptor, leading to 
increased intracellular calcium influx, which causes neuronal cell death through necrosis. 
NMDA receptor activation strongly depends upon the presence of glycine as a co-agonist. 
Therefore, the administration of a glycine antagonist can block overactivation of NMDA 
receptors, thus preserving neurones j&om damage. The glycine antagonists currently 
identified can be divided into five main categories depending on their chemical structure: 
indoles, tetrahydroquinolines, benzoazepines, quinoxalinediones and pyrida-zinoquinolines. 

4. Monopoli A, Lozza G, Forlani A, Mattavelli A, Ongini E. Blockade of adenosine A2A 
receptors by SCH 58261 results in neuroprotective effects in cerebral ischaemia in rats. 
Neuroreport 1998 Dec l;9(17):3955-9 Related Articles, Books, LinkOut 

Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
we assessed whether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0,01 
mg/kg either i.p. or i.v.) administered to normotensive rats 10 min after ischaemia markedly 
reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0.05). Similar 
effects were observed when SCH 58261 (0.01 mg/kg, i.p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially usefiil biological target for the reduction of brain injury. 

Panel 2.2 Summary: Agl735 Significant expression of the GMAC011879_A gene is seen 
exclusively in an ovarian cancer sample (CT = 33.9). Therefore, expression of this gene may 
be used to distinguish ovarian cancers from the other samples on this panel. Furthermore, 
therapeutic modulation of the activity of the GPCR encoded by this gene, using small 
molecule drugs or antibodies, may be beneficial in the treatment of ovarian cancer. 
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Panel 4D Summary: Agl735/Ag2481 Results from two experiments using different 
probe/primer sets are in good agreement. Expression of the GMACOl 1879_A gene is seen in 
Ramos B cells, B cells treated with CD40L and IL-4, and kidney. This transcript appears to 
be expressed primarily in actively proliferating B cells and a B cell lymphoma. In normal B 
cells, the stimulus is one that induces not only proliferation but also survival and 
differentiation; proliferation alone is not sufficient for expression of this gene based on the 
lack of expression in B cells stimulated by poke weed mitogen. Therefore, the transcript or 
the protein encoded for by the transcript could be used to identify B cells undergoing 
proliferation/differentiation. Furthermore, therapeutics designed with the protein encoded for 
by this transcript could be helpful in the treatment of diseases that include the inappropriate 
proliferation of differentiation of B cells including lupus, allergy, and atopic asthma. 



AS. GMAC011571_A/CG149443-01: Olfactory Receptor 

Expression of gene GMAC011571_A (also known as CG149443-01) was assessed 
using the primer-probe sets Agl734 and Agl723, described in Tables ASA and ASB. Results 
of the RTQ-PCR runs are shown in Tables ASC and ASD. 



Table ASA . Probe Name Agl734 



Primers 


Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward 


5 * -gggaagttccttacccttttct-3 ' 


22 


826 


426 


Probe 


TET-5 • -ccccatgttaaaccctgtcatctataca-3 ' -TAMRA 


28 


861 


427 


Reverse 


5 ' -tcagtgcaccttttacatcctt-3 * 


22 


898 


428 



Table ASB . Probe Name Agl723 



Primers 


Sequences 


1 nil ni 1 

Length 

imnniifTfrio ■n.iKim.xr.il 


Start Position 


SEQID 
NO: 


MH<l.,«MC.fK.I<Mr.llM«;iltl.fl,<t< 

Forward 1 


5 ' -agcatgtcctctttgtgtttgt-3 ' 


22 


86 


429 


Probe ^ 


TET-5 * -ccttgtgaccttagtgggcaacatca-3 * -TAMRA 


26 


120 


430 


Reverse 


5 ' -ccaggtgggagatcaagataat-3 ' 


22 ! 


148 

, . -i 


431 





Table ASC. Panel 1.3D 



Tissue Name 


ReL Exp.(%) 
A2I734, Run 


Tissue Name 


Rel. Exp.(%) 1 
Ael734, Run | 
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= — ' ~ — ' — ' 




165940872 


iJLiver aaenocHrcinoma 


u.u 


isjaney (retal) 


A A 

0.0 


rancreas 




Kenal ca. /oo-U 


0.0 


rancreatic ca. CAr AJN 
2 


0.0 


Renal ca, A498 


0.0 


Adrenal oland 


0 0 


Renal RYF '^0'^ 


U.yJ 


ThvToid 


00 


Rpn??1 ACHTvJ 


0 0 


Salivaiy gland 


0.0 


i Renal ca. UO-31 


0.0 


rituitary giand 


U.U 


Renal ca. IK- 10 


0.0 


tsrain (letalj 


A A 
U.U 


Liver 


0.0 


Brain (whole) 


A A 

0.0 


Liver (fetal) 


9.3 


Brain (amygdala) 


6.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Brain (substantia niera) 


00 


Lung ca. (small cell) 
LX-1 


5 7 


Brain (thalamus^ 


00 


Lung ca. (small cell) 
NCI-H69 


0 0 


Cerebral Cortex 


00 


Lung ca. (s.cell var.) 
SHP-77 




Sninal cord 


00 


Lung ca. (large 
cell)Na-H460 


0 0 

v/.v 


£lio/astro U87-MG 


: 

00 


Lung ca, (non-sm. 
cell) A549 


0 0 
v/.v 


elio/astro U- 1 1 8-MG 


1 

00 


Lung ca. (non-s.cell) 
NCI-H23 


0 0 


astrocytoma SW1783 


0 0 


Lung ca. (non-s.cell) 
HOP-62 


0 0 

V/.V/ 


neuro*' met SK-N-AS 


0 0 


Lung ca. (non-s.cl) 
NCI-H522 




astrocytoma SF-539 


0.0 


Lung ca. (squam.) 

SW 900 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 


glioma SNB- 19 


0.0 


Mammary gland 


0.0 


glioma U251 


0,0 


Breast ca.* (pLef) 
MCF-7 


11 1 


glioma SF-295 


0.0 


Breast ca.* (pl.ef) 
MDA-MB-231 


0.0 


Heart (fetal) j 


0.0 


Breast ca.* (pl.ef) 
T47D 


0.0 


Heart 


0.0 


Breast ca, BT-549 


0.0 
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— ■ • - — 

Skeletal muscle (fetal) 


0.0 

'I'""'" ■ ■ ' - ' ' 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 


Bone marrow 


0.0 


Ovarian ca. 
0 VCAR-3 


0.0 


Thymus 


0.0 


i Ovarian ca. 
\ 0 VCAR-4 


0.0 


Spleen 


100.0 


Ovarian ca. 
0 VC AR-5 


0.0 


Lymph node 


0.0 


Ovarian ca. 
OVCAR-8 


00 


Colorectal 


5.7 


Ovarian ca, IGROV- 
1 


r::::-..-r^y „ -—y^ ^ ^ - 

0.0 


Stomach 


0.0 


Ovarian ca.* 
Hascitesj oK-uv-i 


0.0 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


0.0 


Plancenta 

g—imriiTn r Mi.mf- r-naTfrnfin., ■■■i.i»i8B8f.i..«stata 


0.0 


Colon ca.* 

SW620(SW480 met) 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 


Colon ca. HCT-116 

;-v■■.-■■■^;v-,-..^,~.r;^^nf■■t;anagrt■■•^I■-.T..,T..-■-,t?.;. .7,,i;,.,:;m'.ni'-'-.ar.:'.r^i-i-"Ti if;Ti,,if^ 


0.0 


Testis 


13.9 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


00 


Colon ca. 
tissue(OD03866) 


0.0 


Melanoma* (met) 
Hs688(B).T 


0 0 


Colon ca. HCC-2998 


0.0 


Melanoma UACC- 
62 


0 0 


Gastric ca.* (liver met) 
NCI-N87 


0.0 


Melanoma Ml 4 


0 0 


Bladder 


0.0 


Melanoma LOX 
[MVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 



Table ASP. Panel 4D 



Tissue Name 


Rel. 

Exp.(%) 
Agl723, 

Run 
165767112 


Rel. 

Exp.(%) 
Agl734, 

Run 
165813047 


Tissue Name 


Rel. 

Exp.(%) 
Agl723, 
Run 

165767112 1 


Rel. 
Exp.(%) 
Agl734, 

Run 
165813047 


Secondary Thl act ! 

' ' ■■ ■ ■ -It . - - ; 


0.0 ] 


0.0 


HUVEC IL-lbeta j 


0.0 I 


•■• .... 

0.0 


Secondary Th2 act 


4.7 0.0 i 


HUVEC IFN j 


1 


0.0 
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(gamma 






Secondary Trl act 

>.-..JJfcS.,...^......ff 1 •„ , 


2.1 


10.8 


HUVEC TNF 

alpha + IFN 
jgamma 


0.0 


0.0 


Secondary Thl rest 


3.4 


0.0 


HUVEC TNF 
Jalpha + IL4 


0.0 


0.0 


Secondary Th2 rest 


4.0 


0.0 


HUVEC IL-ll 


0.0 


0.0 


Secondary Trl rest 


0.0 


0.0 


Lung 

Microvascular EC 
none 


4.5 


0.0 


Primary Thl act 


0.0 

r, J^i/.>i >n . ,„<,rt,i, Ji..,j.,t.rij 


0.0 

r f • V f 


Lung 

Microvascular EC 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 

1 

' " 1 T -■1"- -■ — ir-l 


r^nniary inz aci 


n n 
u.u 




Microvascular 
Dermal EC none 


A A 
U.U 


A A I 


Primary Trl act 

^ — ^ — 


0.0 


10.1 


Microsvasular 
Dermal EC 
TNFalpha + IL- 
Ibeta 


0.0 


j 

0.0 


Primary Thl rest 


9.4 


0.0 

, ': 


Bronchial 
epithelium 
TNFalpha + 
XL Ibeta 


0.0 


0.0 


rnmary inz rest 




u.u 


Small airway 
epithelium none 


0.0 


0.0 


Primary Trl rest 


9.9 


0,0 


Small airway 
epithelium 
TNFalpha + IL- 
Ibeta 


15.2 


25.2 


CD45RA CD4 
lymphocyte act 


0.0 

1 


' 

0.0 


Coroneiy artery 
SMC rest 


0.0 


0.0 


CD45RO CD4 
lymphocyte act 


3.6 


0.0 


Coroneiy artery 
SMC TNFalpha + 
IL- Ibeta 


0.0 


0.0 


CDS lymphocyte 
act 


0.0 


0.0 


Astrocytes rest 


4.7 


16.5 


! 

Secondary CDS 
lymphocyte rest 

J 


14.4 


9.5 


Astrocytes 
TNFalpha + IL- 
Ibeta 

' - ■•\..«.'e 1 i,i„.,i......i_.„j . 


0.0 


25.5 


Secondary CDS 
lymphocyte act 


4.5 


0.0 

1 


k:u-812 

(Basophil) rest 


10.4 


9.9 


CD4 lymphocyte 
none 


0.0 


0.0 I 

] 


k:u-812 

[Basophil) 
PMA/ionomycin 


22.7 


5.1 
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2ry 

Thl/Th2/Trl anti- 
CD95 CHI 1 


21.6 


0.0 


CCD1106 

(Keratinocjrtes) 

none 


0.0 


"1 ■ 

0.0 


LAK cells rest 

Iff ■■ rf....... f ar 


0.0 


0.0 


CCD 1106 
(Keratinoc)^es) 
TNFalpha + IL- 
Ibeta 


00 


0 0 


LAK cells IL-2 


0.0 


12.9 


Liver cirrhosis 


100.0 


-yJJ 1 ; — - J r !!. r ,1 

100.0 


LAK cells IL- 
2+IL-12 


4.9 


11.7 


i LuDus kidnev 


0 0 


35 4 


LAK cells IL- 
2+IFN gamma 


0.0 


12.2 

li..<>;ic.lili..j 1 ,» ji.>..«ii«..i.iM, 


NCI-H292none 


0 0 


0 0 

v.v/ 


LAK cells IL-2+ 
IL-18 


5.4 


28.9 


NCI-H292 IL-4 


0.0 


37.4 


LAK cells 
PMA/ionomycin 


0.0 


0.0 

t 


NCI-H292 IL-9 


2.7 


8.5 


NK Cells IL-2 rest 


0.0 


15.2 jNCI-H292IL-13 


0.0 


0.0 


Two Way MLR 3 
day 


0.0 


0.0 


NCI-H292 IFN 
gamma 


- 


I—"-- ■r^«.........«,...........i^.e 

0 0 


Two Way MLR 5 
day 


0.0 


0.0 

^. M V , ^ , 


HPAEC none 


0 0 


0 0 

v.v 


Two Way MLR 7 
day 


4.8 


• 

0.0 


HPAEC TNF 
alpha + IL-1 beta 


0.0 


0.0 


PBMC rest 


0.0 


0.0 


Lung fibroblast 

none 


4.5 


0.0 


PBMC PWM 


11.3 


0.0 


Lung fibroblast 
TNF alpha + IL-1 
beta 


0.0 


0.0 


PBMC PHA-L 


00 


0.0 


Lung fibroblast 
IL-4 


0 0 


0 0 


Ramos (B cell) 
none 


0.0 


0.0 


Lung fibroblast 
IL-9 


0 0 

V.V/ 


0 0 
v.v 


Ramos (B cell) 
ionomycin 


0,0 


0.0 


Lung fibroblast 
IL-13 






B lymphocytes 
PWM 


0.0 


0.0 


Lung fibroblast 
IFN gamma 


0.0 


0.0 


B lymphocytes 
CD40L and IL-4 


13.1 


11 3 


Deimal fibroblast 
CCD 1070 rest 


5.2 


0.0 


EOL-1 dbcAMP 


0.0 


0.0 ( 


Dermal fibroblast 
CCD1070TNF 

alpha 


0.0 


23.5 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


:] 

0.0 < 

\ 


Dermal fibroblast 
XD1070 IL-1 
3eta 


0.0 


0.0 
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Dendritic cells 
none 


0.0 


0.0 

_ _ 


Dermal fibroblast 
IrN gamma 


0.0 


5.8 


Dendritic cells LPS 


0.0 


0.0 

■ • - • — " — — ' 


Dermal ribroblast 

IT -4 


0.0 


0.0 


1 Ilk/ ^Clid ullli 

CD40 


0.0 


0.0 

x« iMy>. . . VMS A J 


IBD Colitis 2 


28.7 


=s-a n 

34.6 


Monocytes rest 


0.0 i 


0.0 


IBD Crohn's 


4.9 


00 


Monocytes LPS 


0.0 i 


0.0 


Colon 


23.0 


13.8 


Macrophages rest 


8.8 


0.0 


Lung 

rf-r-,innmii»i«rtiininiii..i»rwii> iiiiBirnniriMi nnniiiiifwni 


0.0 


0.0 


Macrophages LPS 


0.0 


9.2 


Thymus 


14.0 


50.0 


HUVEC none 


0.0 


0.0 

1 


Kidney 


39.8 


19.3 


HUVEC starved 


0.0 


11.6 









Panel 1.3D Summary: Agl734 Significant expression of the GMAC011571_A gene is 
restricted to the spleen, an important site of secondary immune responses (CT = 34.2). 
Therefore, expression of this gene can be used to distinguish spleen from the other samples 
on this panel. Furthermore, antibodies or small molecule therapeutics that block the function 
of this GPCR may be useful as anti-inflammatory therapeutics for the treatment of allergies, 
autoimmune diseases, and inflammatory diseases. 

Panel 2.2 Summary: Agl734 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl723/Agl734 Results from two experiments using different 
probe/primer sets show reasonable agreement. Significant expression of this gene is primarily 
detected in a liver cirrhosis sample (CT = 33-34). Furthermore, expression of this gene is not 
detected in normal liver in Panel L3D, suggesting that its expression is unique to liver 
cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 



AT. GMAC008745_A and GMAC016626__A: GPCR 

Expression of gene GMAC008745_A and variant GMAC016626_A was assessed 
using the primer-probe sets Agl566, Agl570 and Agl733, described in Tables ATA, ATB 
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and ATC. Results of the RTQ-PCR runs are shown in Tables ATD, ATE, ATF, ATG and 
ATH. 



Table ATA . Probe Name Agl566 



Primers 


Sequences 


Length 


Start Position 


SEQ 
ID 
NO: 


Forward 


5 ' -cagctcctcctcctagtgtttt-3 ' 


22 


83 


432 


Probe 


TET-5 ' -cctctgtgctctatgtggcaagcatt-3 » -TAMRA 


26 


105 


433 


Reverse \ 


5 ' -tggtcacagaaaacacaatgag-3 ' 


22 1 


143 


434 



Table ATB . Probe Name Agl570 



PrimerSi 


Sequences 


Length; 


Start Position 


SEQ 
ID 
NO: 


Forward: 


5 ' ~tttgatgcagttctcactcctt-3 ' 


22 


833 


435 


Probe i 


TET-5 * -tctgaatccagttgtctatacattcagga-3 ' -TAMRA 


29 


856 


436 


Reverse j 


5 ' -tattgctgccttcatctcctta-3 ' 


22 


886 


437 

Mvtattmmmmm 



Table ATC . Probe Name Agl733 



Primers 

........ , ^ 


Sequences 


Length 


^ „ 

Start Position 


SEQ 
ID 
NO: 


Forward; 

>' ,n.,i,,.<Bj 


5 ' -tttgatgcagttctcactcctt-3 ' 


22 


833 


438 


Probe 

— TT ,„f^;n.,<..^.....-ir.-:i 


TET-5 ' -tctgaatccagttgtctatacattcagga-3 • -TAMRA 


29 


856 


439 


Reverse \ 


5 ' -tattgctgccttcatctcctta-3 ' 


, , 

22 


886 


440 



Table ATD . CNS_neurodegeneration_vl.O 



Tissue Name 


ReL Exp.(%) Agl566, 
Run 228020431 


Tissue Name 


Ret. Exp.(%) Agl566, 
Run 228020431 


AD 1 Hippo 


9.1 


Control (Path) 3 

Temporal Ctx 


10.7 


AD 2 Hippo 


36.1 


Control (Path) 4 
Temporal Ctx 


74.2 


AD 3 Hippo 


14.1 


AD 1 Occipital Ctx 


19.2 


AD 4 Hippo 

— =.«.■«..■..-= ■ s 


29.9 


AD 2 Occipital Ctx 
(Missing) 


1.1 


AD 5 Hippo 


100.0 


AD 3 Occipital Ctx 


21.2 


AD 6 Hippo 


80.1 


AD 4 Occipital Ctx j 62.4 
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Control 2 Hippo 


2L0 


AD 5 Occipital Ctx 


24.8 


Control 4 Hippo 


28.5 


AD 6 Occipital Ctx 


25.2 


Control (Path) 3 

T T* 

Hippo 


20.0 


Control 1 Occipital 
Ctx 


4 7 


AD 1 Temporal Ctx 


16.7 


Control 2 Occipital 
Ctx 


35 6 


AD 2 Temporal Ctx 


39.5 


Control 3 Occipital 

iCtx 


24 1 


AD 3 Temporal Ctx 


18.2 


Control 4 Occipital 
Ctx 


17 2 


AD 4 Temporal Ctx 


70.7 


Control (Path) 1 
Occipital Ctx 


96 6 


AD 5 Inf Temporal 

Ctx 


93.3 


Control (Path) 2 
Occipital Ctx 


11 2 


AD 5 Sup 

Temporal Ctx 


43.8 


Control (Path) 3 

Occipital Ctx 


11 7 

XX*/ 


AD 6 Inf Temporal 
Ctx 


77.9 

^' ' i»P.»-..iA<..MJ......JI- ■,i,.«.«i.t , 1 ,,,, ■ 


Control (Path) 4 
Occipital Ctx 


34 9 


AD 6 Sup 
Temporal Ctx 


92 J 


Control 1 Parietal 
Ctx 


18 0 


Control 1 Temporal 

Ctx 


21.2 


Control 2 Parietal 

Ctx 


67 8 


Control 2 Temporal 1 
Ctx 


21.3 


Control 3 Parietal 
Ctx 


184 


Control 3 Temporal 
Ctx 


16.8 


Control (Path) 1 
Parietal Ctx 


66 0 


Control 3 Temporal 

Ctx 


25 3 


Control (Path) 2 
Parietal Ctx 


24.0 


Control (Path) 1 
Temporal Ctx 


72 7 


Control (Path) 3 
Parietal Ctx 


12.7 


Control (Path) 2 
Temporal Ctx 


21 2 


Control (Path) 4 
Parietal Ctx 


69.3 



Table ATE . General screening_panel vl.5 



Tissue Name 


Rel. Exp.(%) Agl566, 
Run 228632352 


,..,»«..,.,...ir....i, ■■ .T» .,..„n.-..r« ..-fiB,..,,,.,. iin.iim 

Tissue Name 


Rel. Exp.(%) Agl566, 
Run 228632352 


Adipose 


5.1 


Renal ca. TK-10 


24.8 


Melanoma* 
Hs688(A).T 

M — 1 If *i 


6.4 


Bladder 


24.8 


Melanoma* 
Hs688(B).T 


12.5 

, Til \ 


Gastric ca. (liver met.) 

NCI-N87 


20.2 


Melanoma* Ml 4 


6.1 1 


Gastric ca. KATO HI 


14.7 


Melanoma* 


9.0 1 


Colon ca. SW-948 


2.3 
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T nYTAyl\/T 
JuVJ AllYl V 1 




J 




ivieianorna oiv- 
MEL-5 


8.2 


Colon ca. SW480 


5.1 

J 


oquamous ceil 
carcinoma SCC-4 


1.0 


Colon ca.* (SW480 

ilXCL^ kj VV UZ,V/ 


1.3 


Testis Pool 


36 3 


Colnn HT90 




Prostate ca * ^bone 
met) PC-3 


1.9 


Colon ca.HCT-1 16 


25.3 


Prostate Pool 


1 10 7 




/.D j 


Placenta 


j 12.6 


Colon cancer tissue 


9.7 


Uterus rooi 


1 1 T 

11. 7 


Colon ca. SW1116 


3.9 1 


Ovarian ca. 


11.6 


Colon ca. Colo-205 


0.8 


Ovarian ca. SK-OV- 

D 


69.3 


Colon ca. SW-48 


0.7 


Ovarian ca. 

UVCAK-4 


1.3 


Colon Pool 


25.2 


Ovarian ca. 


18.4 


Small Intestine Pool 


17.0 


Uvanan ca. lOKOV- 
1 


6.4 


Stomach Pool 


12.4 1 

[ 


Ovarian ca. 
OVCAR-8 

••'"•■I' Ba&riaBgniaB— ri ,rnit as-a s -r r ^ 


11.8 


Bone Marrow Pool 

t.T.fii— ™ ~- -M - «...~~. « — - — ~— 


10.8 


lOvarv 


^— T-lim BIT ^' 


reiai riean 


C 1 1 

5.1 j 


Rrea<;t ctk MPF-7 1 




rieart Jrooi 


7.4 1 


MB-23 1 

.««M«»Wiyi,,nT>inimryijMT.iftnn; fiTirm im mffn»-inrr,a..imnj»nm 


14.9 


Lymph Node Pool 


12.3 


Breast ca. BT 549 

; 


2.5 1 


Fetal Skeletal Muscle 


11.2 1 


Breast ca T47r) 


0 s ! 

U.J 1 


oKeieiai Muscie rooi 


22.5 1 


Breast ca. MDA-N 


8.2 


Spleen Pool 


9.0 


Breast rooi 


23.0 


Thymus Pool 


11.4 


Trachea 


7.8 


CNS cancer (glio/astro) 
U87-MG 


23 2 


Lung 


r 

11.5 


CNS cancer (glio/astro) 
U-118-MG 


37 4 


Fetal Lung 


33.7 ' 


CNS cancer 
[neuro;met) SK-N-AS 


12.2 


Lung ca. NCI-N417 


0.6 ' 


CNS cancer (astro) SF- 


6.0 


Lung ca. LX-1 


15.3 ^ 


CNS cancer (astro) 
5NB-75 


17.7 


Lung ca, NCI-H146 


1 8 < 


ZINS cancer (glio) 
5NB-19 


8.7 
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Lung ca. SHP-77 

: £ " n.n 


10.3 


CNS cancer (glio) SF- 
1295 


45.7 


T A C A l\ 

Lung ca. A549 


\ 0,4 


S • /■ i "fix Tx 1 

[Bram (Amygdala) Pool 


6.8 


Lung ca. NCI-H526 


1.5 


Bram (cerebellum) 


17.6 


Lung ca. NCI-H23 


20.7 


Brain (fetal) 


12.2 


Lung ca. NCI-H460 


55.5 


Brain (Hippocampus) 
Pool 


10,7 


Lung ca. HOP-62 


5,0 


Cerebral Cortex Pool 


13.0 


Lung ca. NCI-H522 


6.6 


Bram (Substantia nigra) 

rool 


10.2 




n 7 


oram ^^ i naiamus ) r ooi 


ICO 


rciai 1^1 vcr 




Joram ^wnoie ) 


1 1.0 


i_^ivcr Ca. ncpvjrz 


/.J 


opmai Cord rool 


y.5 


Kidney Pool 

mw.w«*«,™,««,r , .r.rj;T.njm.jmr.j™.™rM,i. , 


23.3 


Adrenal Gland 


8.7 


Fetal Kidney 


34.9 


Pituitary gland Pool 


2.7 


Kenai ca. /ou-u 


lo.z 


iSalivary Oland 


4.6 


Renal ca. A498 


18.8 


Thyroid (female) 


0.4 


Renal ca. ACHN 


100.0 


Pancreatic ca. 
CAPAN2 


8.5 


Renal ca. UO-S 1 


13.5 


Pancreas Pool 


23.7 



Table ATF. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) 
Agl570, Run 
165534728 


Rel. Exp.(%) 
Agl733, Run 
165933478 


Tissue Name 


Rel. Exp.(%) 
Agl570, Run 
165534728 


Rel. Exp.(%) 
Agl733, Run 
165933478 


Liver 

adenocarcinoma 


4.9 


3.5 


Kidney (fetal) 


4.6 


^,r..«.^,-|-|i|||r-| nil Illllllllllll IIIIIMIIIIIIIlK 

5.9 


Pancreas 


11.7 


1.6 


Renal ca. 786- 
0 


22.2 


10.9 


Pancreatic ca. 

CAPAN 2 


2.8 


4.6 


Renal ca. 

A498 


26.2 


2.7 


Adrenal gland 


0.0 


3.9 


Renal ca. RXF 

393 


9.6 


13.6 


Thyroid 


4.9 


0.0 


Renal ca. 
ACHN 


57.0 


36.3 


Salivary gland 


6.7 


2.6 

.■.■r,».,.r.,i...iiiiiri..ii« ii.-n. r.............. 


Renal ca. UD- 
31 


10.1 

'^iTTniiMf-—-- • 'rnrriiirnrnnifiinii 


5.0 


Pituitary gland 


1.8 


1.0 


Renal ca. TK~ 
10 


15.7 


3.7 


Brain (fetal) 


5.1 


1.2 


Liver 


1.8 


2.0 


Brain (whole) 


32.3 


1.5 


Liver (fetal) 


10.0 


3.6 


Brain (amygdala) 


12.2 


0.0 


Liver ca. 


21.6 


4.7 
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(hepatoblast) 
HepG2 




i a - ._ 


Brain (cerebellum) 


8.7 


9.3 


Lung 


0.0 


0.0 


Brain 

(hippocampus) 


0.0 


0.0 


Lung (fetal) 

..Si- - fi ■ I.. -n 1 f 1 . jv.nr 


4.2 


3.9 

■ a— I..-.*., .n.ri.j 


Bram (substantia 
nigra) 


0.0 


8.6 


Lung ca. 
(small cell) 

LX-1 


14.2 


6.8 


Brain (thalamus) 


2.4 


0.0 


Lung ca, 
(small cell) 
NCI-H69 


12.0 


— " — ■ — - — 1 — 

3.9 


Cerebral Cortex 


1.7 


2.5 


Lung ca. 
(s.cell var.) 
SHP-77 


6,9 


2.9 


Spinal cord 


6.7 


0.0 


Lune ca, 
(large 
cell)NCI- 
H460 


111 


1.8 


glio/astro U87-MG 


11.0 


5.0 


Lung ca. (non- 
sm. cell) A549 


3.0 


0.0 


glio/astroU-118- 
MG 


55.5 


4.9 


Lung ca. (non- 
s.cell) NCI- 
H23 


16.3 


5.8 


astrocytoma 
SW1783 


37.1 


22.2 


Lung ca. (non- 
s.cell) HOP-62 


2.3 


0.0 


neuro*; met SK-N- 
AS 


3.3 


2.4 


Luns ca. fnon- 
s.cl) NCI- 
H522 


0.0 


0.0 


astrocytoma SF- 
539 


12.7 


7.0 


TvUn^ca 
(squam.) SW 
900 


5.5 


0.0 


astrocytoma SNB- 


9.6 


0.6 


Lung ca. 
(squam.) NCI- 
H596 


13.6 


3.5 


glioma SNB-19 

iS.,..-. »--_i.*_s».«»..*,.r;^.-..,..:7„ 


37.4 


14.2 


Mammary 
gland 

......s.-!r^^v.-r.:Mi-^r.,..T.w.-...ji — a,B..ii — 


0.0 


0.0 


glioma U25 1 


100.0 


2.9 


Breast ca.* 
(pl.ef) MCF-7 


11.8 


4.5 


glioma SF-295 


30.8 


2*2 

< ,„. -i.. 


Breast ca.* 
(plef) MDA- 
MB-23 1 


5.3 

, 


1.3 


Heart (fetal) 


0.0 

■ ^ 


0.0 


Breast ca.* 
(pLef) T47D 


0.0 


0.0 


Heart 


7.7 


0.0 


Breast ca. BT- 
549 


1— i 

5.1 


0.0 



493 



Skeletal muscle 
(fetal) 


2.5 


4.2 


Breast ca. 
MDA-N 


10.9 


0.5 


Skeletal muscle 


0.0 


2.9 


Ovary 


• ~...-...l?g..T,.T II -, ,,r , r', n , n 

0.0 


0.0 


Rnne mflrrnw 


9 4 


1 Q 


Ovarian ca. 
OVCAR-3 


1 1 

1 1 .0 


^ 1 
J.l 


1 nymus 


n n 
u.u 


1.-5 


Ovarian ca. 
OVCAR-4 


O A 

ZA 


A A 
U.U 


opicen 


n n 
u.u 


lUU.U 


Ovarian ca. 

OVCAR-5 


i l.D 


2.2 


Lymph node 


9.1 


0.0 


Ovarian ca. 
OVCAR-8 


13.2 


4.6 


i^oioreciai 


O.J 




Ovarian ca. 
IGROV-1 


U.U 


LA 


Stomach 


5.8 


3.0 


Ovarian ca.* 
(ascites) SK- 
OV-3 


25.0 


47.6 


Small intestine 


9.9 


0.0 


Uterus 


2.1 


0.0 


Colon ca. SW480 , 

M.. 1 


0.0 


0.0 


Plancenta 


0.0 


2.4 


Colon ca.* 

SW620(SW480 

met) 


0.0 


0.0 


Prostate 


2.2 


0.0 


Colon ca. HT29 

i 


0.0 


1.5 


Prostate ca.* 

(bonemet)PC- 

3 


2.2 

- 


0.0 


Colon ca. HCT- 
116 

, 


12.2 


3.4 


Testis 


23.7 


10.4 


Colon ca. CaCo-2 


0.0 


1.1 


Melanoma 
Hs688(A).T 


2.1 


0.0 


Colon ca. 

tissue(ULKJiooo) : 


7.7 


1.4 


Melanoma* 

(met) 

Hs688(B).T 


2.5 


1.0 


Colon ca. HCC- 

2998 




3.3 


Melanoma 
UACC-62 


8.7 


2.4 


Gastric ca.* (liver 
met) NCI-N87 


8.2 


0.7 


Melanoma 

M14 


21.2 


15.0 




1 J.O 


o.o 


Melanoma 

LOX IMVI 


J.J 


A A 
U.U 


Trachea 


0.0 


0.0 


Melanoma* 
(met) SK- 
MEL-5 


0.0 


0.0 


Kidney 


0.0 


3.0 


Adipose 


8.7 


1.3 



Table ATG. Panel 2.2 
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Tissue Name 


Rel. Exp.(%) 
Agl570, Run 
173968823 


Rel. Exp.(%) 
Agl733, Run 
174111806 


Tissue Name 


Rel. Exp.(%) 
Agl570, Run 
i 173968823 


Rel. Exp.(%) 
Agl733,RuD 
174111806 


Normal Colon 


8.2 


4.2 


Kidney Margin 
(OD04348) 


80.7 


88.9 


Colon cancer 
(OD06064) 


2.7 


3.1 

• V 


Kidney 
malienant 
cancer 
(OD06204B) 


40.1 


38.4 


Colon Margin 
(OD06U64) 


0.0 


0.0 


Kidney normal 
adjacent tissue 
(OD06204E) 


0.0 


2.8 


Colon cancer 
(OD06159) 


A A 

0.0 


A A 

0.0 


Kidney Cancer 
(OD04450-01) 


100.0 


74.2 


Colon Margin 

(OD06159) 

' 


10.3 


f\ A 

0.0 


• ' r . , , . r ^^^^ 

Kidney Margin 
(OD04450-03) 


i A j1 

10.4 


15.6 

— — -- .t. t Y t f 1 . 


Colon cancer 
(OD06297-04) 


1 — ^ « 

0.0 

l..,...nnn..«»r.,i,Mr^^.,r.n.ir.,r,ir.ii.,,.,..,nn,r. 


9.0 


Kidney Cancer 
8120613 


0.0 


0.0 


Colon Margin 
(OD06297-015) 


12.2 


4.3 


Kidney Margin 
8120614 


8.4 


0.0 


CC Gr,2 ascend 
colon 

(OD03921) 


2.9 


8.0 


Kidney Cancer 
9010320 


6.8 


4.3 


CC Margin 
(OD03921) 


3.7 


14.3 


Kidney Margin 
9010321 


2.1 


7.9 


Colon cancer 

metastasis 

(OD06104) 


0.0 


0.0 


Kidney Cancer 
8120607 


4.8 


0.0 


Lung Margin 
(OD06104) 


2.6 


0.0 


Kidney Margin 
8120608 


0.0 


0.0 


Colon mets to 

lung(OD04451- 

01) 


34.4 


24.5 


Normal Uterus 


7.6 


1.6 


Lung Margin 
(OD04451-02) 


22.2 


22.5 


Uterine Cancer 
064011 


0.0 


4.0 


Normal Prostate | 0.0 


9.5 


Normal Thjrroid 


0.0 


0.0 


Prostate Cancer 
(OD04410) 


14.9 


7.5 


Thyroid Cancer 
064010 


11.2 


12.9 


Prostate Margin 
(OD04410) 


9.9 


^ A 

6.0 


Thyroid Cancer 
A302152 


16.4 


40.3 


Normal Ovary 


0.0 


0.0 


Thyroid Margin 
A302153 


0.0 


0.0 


Ovarian cancer 
(OD06283-03) 


0.0 


5.6 


Normal Breast 

- • " ■ " — — ■"■ — *■ — - " — ' ■ ■ 


57.8 


23.3 

f i,f.anra B.ritSit..ai«B8.BBB!!!fa.— .i<iiBii..BWii 


Ovarian Margin \ 


6.2 


19.2 


Breast Cancer 


21.8 


16.4 
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(OD06283-07) 






(OD04566) 






Ovarian Cancer 
064008 


10.2 


35.4 


Breast Cancer 
1024 


6.1 




18.2 


Ovarian cancer 
(OD06145) 


0.0 


0.0 


Breast Cancer 
(OD04590-01) 


6.3 


0.0 
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Tissue Name 
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Exp.(%) 
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Exp.(%) 
Agl733, 

Run 
165813007 
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Primary Thl act 


33.4 


39.8 


7.3 


Lung 

Microvascular 

EC TNFalpha + 
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wimirfrrwfiffyi«nirrriMninrTi 


Small airway 
epithelium none 


6.0 

rmtiinnniuBBniniinimmwiwinWTHBllnnfW 


3.7 


1.5 


Primary Trl rest 


15.3 


16.3 

■ 

■ : 


5.1 

■ 
: 

; 
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25.7 


12.3 
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14.3 
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■ 
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25.9 


28.9 
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50.0 
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Secondary CDS 
lymphocyte act 


6.3 
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86.5 


21.3 
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CNS_neurodegeneratioD_vl.O Summary: Agl566 No difference was detected in the 
expression of the GMAC008745_A gene in the postmortem brains of Alzheimer's diseased 
patients when compared to controls; however this panel demonstrates the expression of this 
gene in the brains of an independent group of subjects. See General_screeningjpanel_vL5 
for a discussion of utility in the central nervous system. 



General screening panel_vl.5 Summary: Agl566 This gene is expressed at low to 
moderate levels in the majority of samples on this panel. Expression of the QMAC008745_A 
gene is highest in a sample derived from renal cell cancer cell line ACHN (CT = 28). In 
addition, there is similarly high expression in samples derived from a lung cancer cell line 
and an ovarian cancer cell line. Thus, therapeutic modulation of this gene, through the use of 
antibodies, small molecule drugs or protein therapeutics might be of benefit in the treatment 
of renal cell cancer, lung cancer or ovarian cancer. 

Among tissues with metabolic activity, the GMAC008745_A gene is expressed at 
moderate levels in pancreas, adrenal gland, heart, skeletal muscle and fetal liver and at low 
levels in pituitary gland and adipose. Interestingly, expression of this gene is significantly 
higher in fetal liver (CT = 3L3) than in adult liver (CT = 35.3). This observation suggests 
that expression of this gene can be used to distinguish fetal from adult liver; it also suggests 
that this protein product may enhance liver growth or development in the fetus and thus may also act 
in a regenerative capacity in the adult. Furthermore, expression of this gene in metabolic tissues 
suggests that this gene may play a role in cardiovascular disease or metabolic diseases, such as obesity 
and diabetes. 

This gene represents a novel G-protein coupled receptor (GPCR) that also shows 
moderate expression in the brain, specifically in amygdala, cerebellum, hippocampus, 
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cerebral cortex, thalamus and spinal cord (CTs = 30.5-31.9). The GPCR family of receptors 
contains a large number of neurotransmitter receptors, including the dopamine, serotonin, a 
and p-adrenergic, acetylcholine muscarinic, histamine, peptide, and metabotropic glutamate 
receptors, GPCRs are excellent drug targets in various neurologic and psychiatric diseases. 
All antipsychotics have been shown to act at the dopamine D2 receptor; similarly novel 
antipsychotics also act at the serotonergic receptor, and often the muscarinic and adrenergic 
receptors as well. While the majority of antidepressants can be classified as selective 
serotonin reuptake inhibitors, blockade of the 5-HTl A and a2 adrenergic receptors increases 
the effects of these drugs. The GPCRs are also of use as drug targets in the treatment of 
stroke. Blockade of the glutamate receptors may decrease the neuronal death resulting from 
excitotoxicity; fiirther more the purinergic receptors have also been implicated as drug targets 
in the treatment of cerebral ischemia. The p-adrenergic receptors have been implicated in the 
treatment of ADHD with Ritahn, while the a-adrenergic receptors have been implicated in 
memory. Therefore, this gene may be of use as a small molecule target for the treatment of 
any of the described diseases. 

References: 

El Yacoubi M, Ledent C, Parmentier M, Bertorelli R, Ongini E, Costentin J, Vaugeois JM. 
Adenosine A2A receptor antagonists are potential antidepressants: evidence based on 
pharmacology and A2A receptor knockout mice. Br J Pharmacol 2001 Sep;134(l):68-77 

1. Adenosine, an ubiquitous neuromodulator, and its analogues have been shown to produce 
'depressant' effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated 'depressant' 
effect. 2. We have designed studies to assess whether adenosine A2A receptor antagonists, or 
genetic inactivation of the receptor would be effective in established screening procedures, 
such as tail suspension and forced swim tests, which are predictive of clinical antidepressant 
activity. 3, Adenosine A2A receptor knockout mice were found to be less sensitive to 
'depressant' challenges than their wildtype littermates. Consistently, the adenosine A2A 
receptor blockers SCH 58261 (1 - 10 mg kg(-l), i.p.) and KW 6002 (0,1 - 10 mg kg(-l), p.o,) 
reduced the total immobility time in the tail suspension test. 4. The efficacy of adenosine 
A2A receptor antagonists in reducing immobility time in the tail suspension test was 
confirmed and extended in two groups of mice. Specifically, SCH 58261 (1 - 10 mg kg(-l)) 
and ZM 241385 (15 - 60 mg kg(-l)) were effective in mice previously screened for having 
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high immobihty time, while SCH 58261 at 10 mg kg(-l) reduced immobility of mice that 
were selectively bred for their spontaneous 'helplessness* in this assay. 5. Additional 
experiments were carried out using the forced swim test. SCH 58261 at 10 mg kg(-l) reduced 
the immobility time by 61%, while KW 6002 decreased the total immobility time at the doses 
of 1 and 10 mg kg(-l) by 75 and 79%, respectively. 6. Administration of the dopamine D2 
receptor antagonist haloperidol (50 - 200 microg kg(-l) i.p.) prevented the antidepressant-like 
effects elicited by SCH 58261 (10 mg kg(-l) i.p.) in forced swim test whereas it left unaltered 
its stimulant motor effects. 7. In conclusion, these data support the hypothesis that A2A 
receptor antagonists prolong escape-directed behaviour in two screening tests for 
antidepressants. Altogether the results support the hypothesis that blockade of the adenosine 
A2A receptor might be an interesting target for the development of effective antidepressant 
agents. 

Blier P. Pharmacology of rapid-onset antidepressant treatment strategies. Clin Psychiatry 
2001;62 Suppl 15:12-7 

Although selective serotonin reuptake inhibitors (SSRIs) block serotonin (5-HT) reuptake 
rapidly, their therapeutic action is delayed. The increase in synaptic 5-HT activates feedback 
mechanisms mediated by 5-HTlA (cell body) and 5-HTlB (terminal) autoreceptors, which, 
respectively, reduce the firing in 5-HT neurons and decrease the amount of 5-HT released per 
action potential resulting in attenuated 5-HT neurotransmission. Long-term treatment 
desensitizes the inhibitory 5-HTl autoreceptors, and 5-HT neurotransmission is enhanced. 
The time course of these events is similar to the delay of clinical action. The addition of 
pindolol, which blocks 5-HT 1 A receptors, to SSRI treatment decouples the feedback 
inhibition of 5-HT neuron firing and accelerates and enhances the antidepressant response. 
The neuronal circuitry of the 5-HT and norepinephrine (NE) systems and their connections to 
forebrain areas believed to be involved in depression has been dissected. The firing of 5-HT 
neurons in the raphe nuclei is driven, at least partly, by alpha 1-adrenoceptor-mediated 
excitatory inputs from NE neurons. Inhibitory alpha2-adrenoceptors on the NE 
neuroterminals form part of a feedback control mechanism. Mirtazapine, an antagonist at 
alpha2-adrenoceptors, does not enhance 5-HT neurotransmission directly but disinhibits the 
NE activation of 5-HT neurons and thereby increases 5-HT neurotransmission by a 
mechanism that does not require a time-dependent desensitization of receptors. These 
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neurobiological phenomena may underlie the apparently faster onset of action of mirtazapine 
compared with the SSRIs. 

Tranquillini ME, Reggiani A. Glycine-site antagonists and stroke. Expert Opin Investig 
Drugs 1999Nov;8(ll):1837-1848 

The excitatory amino acid, (S)-glutamic acid, plays an important role in controlling many 
neuronal processes. Its action is mediated by two main groups of receptors: the ionotropic 
receptors (which include NMDA, AMPA and kainic acid subtypes) and the metabotropic 
receptors (mGluR(l-8)) mediating G-protein coupled responses. This review focuses on the 
strychnine insensitive glycine binding site located on the NMDA receptor channel, and on the 
possible use of selective antagonists for the treatment of stroke. Stroke is a devastating 
disease caused by a sudden vascular accident. Neurochemically, a massive release of 
glutamate occurs in neuronal tissue; this overactivates the NMDA receptor, leading to 
increased intracellular calcium influx, which causes neuronal cell death through necrosis. 
NMDA receptor activation strongly depends upon the presence of glycine as a co-agonist. 
Therefore, the administration of a glycine antagonist can block overactivation of NMDA 
receptors, thus preserving neurones from damage. The glycine antagonists currently 
identified can be divided into five main categories depending on their chemical structure: 
indoles, tetrahydroquinolines, benzoazepines, quinoxalinediones and pyrida-zinoquinolines. 

Monopoli A, Lozza G, Forlani A, Mattavelli A, Ongini E. Blockade of adenosine A2A 
receptors by SCH 58261 results in neuroprotective effects in cerebral ischaemia in rats. 
Neuroreport 1998 Dec l;9(17):3955-9 

Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
we assessed whether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0.01 
mg/kg either i.p. or i.v.) administered to normotensive rats 10 min after ischaemia markedly 
reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0.05). Similar 
effects were observed when SCH 58261 (0.01 mg/kg, i.p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially usefiil biological target for the reduction of brain injury. 
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Panel L3D Summary: Agl570/Agl733 Two experiments with two different probe and 
primer sets show highest expression in the spleen and a brain cancer cell line. Thus, 
expression of this gene could be used to differentiate between these samples and other 
samples on this panel. There is also low but significant expression in cell lines derived from 
renal cancer. This is in concordance with the results from panels 22 and 
screeningjpanel_vL5. Please see Panel 2.2 for further discussion of potential utility of this 
gene in kidney cancer. 

Panel 2.2 Summary: Agl57Q/1733 Expression of the GMAC008745_A gene was assessed 
in two independent runs on panel 2.2 using two different probe/primer sets. There appears to 
be good concordance between the mns. The highest expression in both panels appears to be 
in kidney cancer samples, although they are different samples in the two panels. There is also 
substantial expression in another sample derived from a kidney cancer. Thus, the expression 
of this gene could be used to distinguish these kidney cancer samples from other samples in 
the panel. Moreover, therapeutic modulation of this gene, through the use of antibodies, small 
molecule drugs or protein therapeutics might be of benefit in the treatment of kidney cancer. 

Panel 4D Summary: Agl566/1570/Agl733 Results from experiments using two different 
probe/primer sets are in reasonable agreement. The GMAC008745_A gene is most highly 
expressed in the PMA and ionomycin treated basophil cell line KU-812 and to a lesser extent 
in untreated KU-812 cells. It is also expressed predominantly in activated B cells and lung 
fibroblasts treated with IL-4. Therefore, expression of this gene could be used to distinguish 
these cell types from the other samples on this panel. Basophils play an important role in 
many allergic diseases and other diseases, such as asthma and inflammatory bowel disease. 
This gene encodes a putative GPCR and it is known that GPCR-type receptors are important 
in multiple physiological responses mediated by basophils (ref. 1). Therefore, antibody or 
small molecule therapies designed with the protein encoded for by this gene could block or 
inhibit inflammation or tissue damage due to basophil activation in response to asthma, 
allergies, hypersensitivity reactions, psoriasis, and viral infections. In addition, the expression 
of this that GPCR-type receptors on activated B cells suggest that antibody or small molecule 
therapies designed with the protein encoded for by this gene could be beneficial for the 
treatment of hyperglobulinemia and B cell mediated diseases such as systemic lupus 
erythematosus, rheumatoid arthritis and Crohn's diseases. 
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This transcript is also expressed in TNF-a and IL-1 treated astrocytes. This suggest 
that antibody or small molecule therapies designed with the protein encoded for by this gene 
could also be beneficial for the treatment of inflammatory CNS diseases such as multiple 
sclerosis or stroke. 

References: 

1, Heinemann A., Hartnell A., Stubbs V.E., Murakami K., Soler D., LaRosa G., Askenase 
P.W., Williams TJ., Sabroe I. (2000) Basophil responses to chemokines are regulated by 
both sequential and cooperative receptor signaling, J. Immunol 165: 7224-7233. 

To investigate human basophil responses to chemokines, we have developed a sensitive assay 
that uses flow cytometry to measure leukocyte shape change as a marker of cell 
responsiveness. PBMC were isolated from the blood of volunteers. Basophils were identified 
as a single population of cells that stained positive for IL-3Ralpha (CDwl23) and negative 
for HLA-DR, and their increase in forward scatter (as a result of cell shape change) in 
response to chemokines was measured. Shape change responses of basophils to chemokines 
were highly reproducible, with a rank order of potency: monocyte chemoattractant protein 
(MCP) 4 (peak at /= eotaxin-2 = eotaxin-3 >/= eotaxin > MCP-1 = MCP-3 > macrophage- 
inflammatory protein-lalpha > RANTES = MCP-2 = IL-8. The CCR4-selective ligand 
macrophage-derived chemokine did not elicit a response at concentrations up to 10 nM. 
Blocking mAbs to CCR2 and CCR3 demonstrated that responses to higher concentrations 
(>10 nM) of MCP-1 were mediated by CCR3 rather than CCR2, whereas MCP-4 exhibited a 
biphasic response consistent with sequential activation of CCR3 at lower concentrations and 
CCR2 at 10 nM MCP-4 and above. In contrast, responses to MCP-3 were blocked only in the 
presence of both mAbs, but not after pretreatment with either anti-CCR2 or anti-CCR3 mAb 
alone. These patterns of receptor usage were different from those seen for eosinophils and 
monocytes. We suggest that cooperation between CCRs might be a mechanism for 
preferential recruitment of basophils, as occurs in tissue hypersensitivity responses in vivo. 

AU. GMAC002555_B/CG57372-02: Olfactory Receptor 

Expression of gene GMAC002555_B (also known as CG57372-02) was assessed 
using the primer-probe set Agl 73 1, described in Table AUA. Results of the RTQ-PCR runs 
are shown in Tables AUB, AUC, AUD, AUE, AUF and AUG. 
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Table AUA . Probe Name Agl731 



Primers 


- 1 

Sequences 


Length 


Start Position 


SEQ 
ID 
NO: 


iiiWi .fiW iT,-iiVi , .•sxri, , y !if i- r 

Forward 


5 ' -atagtgggagagtgggtgagtt-3 ' 


22 


26 


441 


mum ■.rn.,iii.r.r ■ 

Probe 


TET-5 * -cctgctcctgcgccactacaggta-3 ' -TAMRA 


24 


65 


442 


Reverse 


5 ' -cagcaaaagggcaaacaatag-3 ' 


21 


89 


443 



Table AUB . CNS neurodegeneration vLO 





Tissue Name 


Rel. Exp.(%) Agl731, 


i||«<M>ll»«IM)l>JM.<MMM»«>-1IOirri -1 in mill if ■ llliriVMICMMUMatlMIIMMt 

Tissue Name 


ReL Exp.(%) Agl731, 
Run 229929906 




AD 1 Hippo 


15.7 


Control (Path) 3 

JLvillUUldl V^LA. 


8.4 




AD 2 Hippo 


10.5 


Control (Path) 4 
i emporai \^tx 


71.2 




AD 3 Hippo 


4.2 


AD 1 Occipital Ctx 


3.5 


;;££!■ 


AD 4 Hippo 


3.5 


AD 2 Occipital Ctx 
(Missing) 


0.0 


■ 


AD 5 Hippo 


100.0 


AD 3 Occipital Ctx 


0.0 




AD 6 Hippo 


3.3 


AD 4 Occipital Ctx 


24.7 




Control 2 Hippo 


0.7 


AD 5 Occipital Ctx 


24.3 




Control 4 Hippo 


9.0 


AD 6 Occipital Ox 


15.0 




Control (Path) 3 
Hippo 


0.0 


Control 1 Occipital 
Ctx 


0.6 




AD 1 Temporal Ctx 


0.0 


Control 2 Occipital 
Ctx 


25.2 


ml TXilt 


AD 2 Temporal Ctx 


19.8 

„ ., ., J 


Control 3 Occipital 

Ctx 


21.6 

- rr rfi rTfv ff < rr -i ■T-n f iWintaf..,/, uMl g-.i.v«T - f. In < 




AD 3 Temporal Ctx 


0.8 


Control 4 Occipital 
Ctx 


2.9 




AD 4 Temporal Ctx 


22.7 


Control (Path) 1 
Occipital Ctx 


97.9 




AD 5 Inf Temporal 

Ctx 


85.9 


Control (Path) 2 
Occipital Ctx 


23.2 




AD 5 Sup 
Temporal Ctx 


21.5 


Control (Path) 3 
Occipital Ctx 


1.3 




AD 6 Inf Temporal 
Ctx 


27.5 


Control (Path) 4 
Occipital Ctx 


19.6 




AD 6 Sup 
Temporal Ctx 


20.3 


Control 1 Parietal 

Ctx 


4.1 


i 


Control 1 Temporal 
Ctx 


8.2 


Control 2 Parietal 
Ctx 


4.5 
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Control 2 Temporal 
Ctx 


1R 7 

- ft . .-. 1 1 til Ti j 


Control 3 Parietal 
Ctx 


47 3 


Control 3 Temporal 
Ctx 


10 7 

Iv. / 


Control (Path) 1 
Parietal Ctx 


65 5 


Control 3 Temporal \ 
Ctx 


1 1 0 


Control (Path) 2 
Parietal Ctx 


44 1 


Control (Path) 1 
Temporal Ctx 


63.7 


Control (Path) 3 
Parietal Ctx 


0.8 


Control (Path) 2 
Temporal Ctx 


23.5 


Control (Path) 4 
Parietal Ctx 


24.1 



Table AUC . General_screening_panel_vL5 





Tissue Name 


Rel. Exp.(%) Agl731, 


Tissue Name 


ReL Exp,(%) Agl731, 

Run lIM^mVL 




AQipose 




ivCllal Ca. xJSj'LyJ 

ii.ia-.OTWWrWiii.iT^...<Hii8W!rimM«w»w»i ■iwnrm-iimrrnrmmniiti iTTmi..inBmnrigni 


1 S 

lr8Maiw«.OTaTnniiinim iWin nn n mt nirTrimmmrrnnmiinBmnm 




Melanoma* 

rlSOoo(Aj. 1 


9.9 


Bladder 


18.8 




X I li 1.V..O ■■ 

Melanoma* 
risooo(r>). 1 


11.., * 

6.7 

..- 


Gastric ca. (liver met.) 

XTP'T XT 8 7 


0.0 




Melanoma* M 14 


20.7 


Gastric ca. KATO III 


0.0 




Melanoma* 
LOXIMVI 


6.3 


Colon ca. SW-948 


14.1 




Melanoma* SK- 

MEL-5 


15.5 


Colon ca. SW480 


41.8 


ft m 4« 


A ..- 

Squamous cell 
carcmoma oi^/V-^-t- 


4.0 


Colon ca.* (SW480 

iiidy o vv yyzjsj 


49.7 


r 


Testis Pool 


17.1 


Colon ca. HT29 


24.0 




Prostate ca.* (bone 
met) PC-3 


5.5 


Colon ca.HCT-1 16 


37.9 




Prostate Pool 


18.8 


Colon ca. CaCo-2 


0.0 




Placenta 


1.3 


Colon cancer tissue 


7.2 




Uterus Pool 


13.4 


Colon ca.SWll 16 


1.3 




Ovarian ca. 
OVCAR-3 


17.6 


Colon ca. Colo-205 


0.0 




Ovarian ca. SK-OV- 
3 


33.7 


Colon ca. SW-48 


2.5 




Ovarian ca. 
OVCAR-4 


0.0 


Colon Pool 


11.0 




Ovarian ca. 
OVCAR-5 


18.4 


Small Intestine Pool 


13.4 




Ovarian ca. IGROV-i 
1 


0.0 


Stomach Pool 


12.8 

friWiniti«.i..Wil.ittll.i ^>ii/. ■ 1 1 lit r 1 • 1,1, 1 1 t »l H 




,«■<. I.....I.. <i«ji ........■■■■■.....i.i...,. 

Ovarian ca. 


9.4 


Bone Marrow Pool 


1.5 
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OVCAR-8 








Ovary 


7.0 


Fetal Heart 


4.2 


Breast ca. MCF-7 


0.0 iHeart Pool 


9.1 


Breast ca. MDA- 
M13--231 


50.0 


Lymph Node Pool 


20.2 


Breast ca. BT 549 


2.7 


Fetal Skeletal Muscle 


0.8 


Breast ca. T47D 


0.0 


Skeletal Muscle Pool 


L6 


Breast ca. MDA-N 


33.0 


Spleen Pool 


0.7 


Breast Pool 


24 8 


Thvmus Pool 


13.6 


iracJiea 


7.9 


CNS cancer (glio/astro) 
U87-MG 




Lung 


9.7 


CNS cancer (glio/astro) 
IJ-118-MG 




retai i^ung 


6.3 


CNS cancer 
fneuro-met) SK-N-AS 


Z. / 


jLung ca. inl/1-jnh'I / 


0.0 


CNS cancer i astro^ SF- 
539 


n n 

U.v 


Lung ca. LA-l 


99.3 

" ft.J««iMrMi-»i»«Bn..»wmmt«-.».«..-rimfr. ««..«m.m.->,i«,niiin 


CNS cancer (astro) 
SNB-75 




Luneca NCI-H146 


5.3 


CNS cancer (glio) 
SNB-19 


0.0 


Lung ca. SHP-77 


1.1 


CNS cancer (glio) SF- 

295 


31.2 


Lung ca. A549 


2.2 


Brain (Amygdala) Pool 


4.3 


i««ia.>i«ritai«8miBii lOTffnntrnrnnn iwrnri tinmrrnrwni ■wnrfnna nrnmgfiwiiiiirj 

Lung ca. NCI-H526 


1.2 


Brain (cerebellum) 


3.6 


Lung ca. NCI-H23 


1.6 


Brain (fetal) 


30.1 


Luneca NCI-H460 


IV. J 


Brain (Hippocampus) 

Pool 


17.2 


Lung ca. HOP-62 


0.0 


Cerebral Cortex Pool 


21.0 


Lung ca. NCI-H522 


2,5 


Brain (Substantia nigra) 
Pool 


4.2 


Liver 


0.0 


Brain (Thalamus) Pool 


27.5 


Fetal Liver 


6.4 


Brain (whole) 


24.0 


Liver ca. HepG2 


0.0 


Spinal Cord Pool 


0.7 


Kidney Pool 


10.7 


Adrenal Gland 


7.1 


Fetal Kidney 


100.0 


Pituitary gland Pool 


1.7 


Renal ca. 786-0 


19.1 


Salivary Gland 


1.5 


Renal ca. A498 


1.8 


Thyroid (female) 


0.5 


Renal ca. ACHN 


5.1 


Pancreatic ca. 
CAPAN2 


0.0 


Renal ca. UO-3 1 


5.0 


Pancreas Pool 


9.9 
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Table AUD. Panel 1. 3D 







Rel. Exp.(%) 




Rel. Exp.(%) 




1 issue IN ame 


A#t17H Pun 
Agl /^l^ rvUQ 


1 issue x^aiiie 


Ao1711 Run 

r^^X 131.^ IVUU 






165933477 

i.rfflMBb^y tirt^HW^»"T '^'vr^.fff'^^T. -7 ^?^.Bf,-;frA...<^,.-;gtt..at^,fc"..^>«rf^^^ 




165933477 




Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 




Pancreas 


0.0 


Renal ca, 786-0 


8.2 




Pancreatic ca. CAP AN 
2 


0.0 


Renal ca. A498 


2.8 




Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 




TTivroid 


0.0 


Renal ca. ACHN 


0.0 




Salivarv dand 


0.0 


Renal ca. UO-3 1 


0.0 




Pituitarv ^land 


0.0 


Renal ca. TK-10 


0.0 




Brain (fetal) 


3.1 


Liver 


0.0 




Brain (wnolej 




juver ^iciai ) 


J.J 


■If* 


Brain (amygdala) 


0.0 


Liver ca. 

^^nepalODiaslJ nepijz 


0.0 


Jl H 
tJ^t* 


Brain (cerebellum) 


7.7 


Lung 


0.0 


3'!* JT 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


1* 15!* 

[r * 


Brain ( substantia nisra) 

JL^XUXXX 1 OUC/ftJ*«WXXUM AXX^X.My : 


0.0 


Lung ca. (small cell) 
LX-1 


4.0 


T:.; 1: 

-•r 


Brain thalamus) 


7.4 


Lung ca. (small cell) 
NCI-H69 


1.6 




r^ftrfil^ral (Cortex 


5.0 


Lung ca. (s.cell var.) 
SHP-77 


0.0 


IT* I ii 

M X 


• — > 

Slninfil cord 


0.0 


Lung ca. (large 
cell)NCI-H460 


4.9 




fflio/astro U87-MG 


1 2 

„. ,„ 


Lung ca. (non-sm. 
cell) A549 


0.0 




elio/astro U-1 18-MG 


1.4 


Lung ca. (non-s.cell) 
NCI-H23 


0.0 




astrocvtoma SW 1 783 

CXi^^Xx^K/ T b\,/XXX%X II^ T t X / 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 




neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 

NCI-H522 


0.0 




astrocytoma SF-539 


0.0 


Lung ca. (squam.) 


0.0 




astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 




glioma SNB-19 


0.0 


Mammary gland 


0.0 




glioma U251 


0.0 


Breast ca,* (pl.ef) 
MCF-7 


0.0 




glioma SF-295 


12.2 


Breast ca.* (pl.ef) 


4.2 
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MDA-MB-23 1 




Heart (fetal) 


0.0 


Breast ca.* (pl.ei) 
T47D 


0.0 


Heart 


A A 
0.0 


Breast ca. Bl-M5^ 


U.U 


Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N 


4.5 


Skeletal muscle 


0.0 


Ovary 


0.0 




0 0 


Ovarian ca. 
OVCAR-3 


11 0 


1 ri\/tmic 


00 


Ovarian ca. 
OVCAR-4 


0 0 




100 0 


Ovarian ca. 
OVCAR-5 


0 0 


i-ryiiipu liUUC 


0 0 

,. ; 


Ovarian ca. 
OVCAR-8 


0 0 


Colorectal 


1.4 

•agaacf.fflBr.i'inTm^.ii.git .1 -m.isn SiBTSs:s:srBim/rltimvt 


Ovarian ca. IGROV- 

1 


0.0 


Stomach 


0.0 


Ovarian ca.* 
(ascites) SK-OV-3 


15.9 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


0.0 


Plancenta 


0.0 


Colon ca.* 
SW620(SW480 met) 


5.2 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


4.2 


Colon ca. HCT-116 


0.0 


Testis 


0.0 


uoion ca. uauo-z 


n 0 

u.u 


Melanoma 

Hs688(A).T 


0 0 


Colon ca. 
tissue(OD03866) 




Melanoma* (met) 
Hs688(B).T 


0 0 




3 8 


Melanoma UACC- 
62 


00 


Gastric ca.* (liver met) 
NCI-N87 


0 0 1 




42 


Bladder 


7.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 

<«».<».lr r ...1. . r.fi r r, ,„. ,.„„,, *n.t 


Melanoma* (met) 
SK-.MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 



Table AUE. Panel 2.2 





Rel. Exp.(%) 




Rel. Exp.(%) 


Tissue Name 


Agl731, Run 


Tissue Name 


Agl731, Run 




174109700 




174109700 
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iNormdi v^oion 


1 1 

1 1 

4— t 1 - 1 inn. .TWi . .r - - — s 


Kidney Margin 
i (OD04348) 


19 7 

• r. ..".TI 




Colon cancer 
(OD06064) 




: Kidney malignant 
cancer (OD06204B) 


U.U 




Colon Margin 
(OD06064) 


A Q 


; Kidney normal adjacent 
tissue (OD06204E) 


A A 
U.U 

> A ■.„Ti..i,.'i..ia 17 "iMriiHn n. 




Colon cancer 
(OD06159) 


U.U 


Kidney Cancer 
(OD04450-01) 


lA Q 




Colon Margin 
(OD06159) 


D.o 


Kidney Margin 
(OD04450-03) 


A A 
U.U 




Colon cancer 
(OD06297-04) 


A A 

- 1 . 1 


Kidney Cancer 
8120613 


no 




Colon Margin 
(OD06297-015) 


A A 

' ' 


Kidney Margin 
8120614 


A A 

U.U 




CC Gr.2 ascend colon 
(OD03921) 


T7 A 

l/.y 


Kidney Cancer 
9010320 


A A 
U.U 




Margin {yuUjyZi) i 


A A 


Kidney Margin 
9010321 


A A 
U.U 




Colon cancer metastasis < 
(OD06104) i 


A A 
U.U 


Kidney Cancer 
8120607 


A A 
U.U 




Lung Margin 
(OD06104) 


A A 
U,U 


Kidney Margin 
8120608 


A A 
U.U 




Colon mets to lung 
(OD04451-01) 


13.4 


Normal Uterus 


12.6 




Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 0640 11 


0.0 




Normal Prostate 


0.0 


Normal Thyroid 


0.0 


mI H M 


Prostate Cancer 
(OD04410) 


A A 

U.U 


Inyroia Cancer Uo4UiU 


A A 
U.U 




Prostate Margin 
(OD04410) 


A A 

U.U 


Thyroid Cancer 
A302152 


A A 

U.U 

' -1 ..-b ».T«'„.,..l,.,.*-( 1„ 1--- -T ~ - ~ - 




Normal Ovary 


A A 

0.0 


Thyroid Margin 
A302153 


A A 

0.0 




Ovarian cancer 
(OD06283-03) 


13.8 


jNomiai £>reast 


0.0 




Ovarian Margin 


14.0 


Breast Cancer 


0.0 




(OD06283-07) 


(OD04566) 




Ovarian Cancer 064008 


0.0 


Breast Cancer 1024 


18.2 




Ovarian cancer 


A A 
U.U 


Breast Cancer 


A A 

U.U 




(OD06145) 


(OD04590-01) 




Ovarian Margin 
(OD06145) 


0.0 


Breast Cancer Mets 
(OD04590-03) 


0.0 




Ovarian cancer 


0.0 


Breast Cancer 


0.0 




(OD06455-03) 


Metastasis (OD04655- 
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i . 3 


05) 




Ovarian Margin 
(OD06455-07) 


110 


Breast Cancer 064006 


0.0 


Normal Lung 


14,4 I 


Breast Cancer 9100266 


0.0 


Invasive poor diff. lung 
adeno (ODO4945-01 


7.4 


Rrea<;t Marmn 910026S 


0 0 


Lung Margin 
(ODO4945-03) 


0.0 


RrpjiQt CiWicer A 20007'^ 

XjlC/aot V^aiiV/^^i Jr\.ZAjy\j i ^ 


0 0 

V/.V/ 


Lung Malignant Cancer ; 
(OD03126) 


0.0 


Breast Margin 
A2090734 


13 5 


Lung Margin 
(OD03126) I 


0.0 


Breast cancer 
(OD06083) 

;r:T^;.t?,,csgr?r.^.-;-Ey^ n"-™v.;;!iiu:4!BrLMt!«it8«TO:CTfBsnr»gg»<aantcnga88a 


0 0 


Lung Cancer 
(OD05014A) 


21.5 


Breast cancer node 
metastasis (OD06083) 


14.0 


Lung Margin 
(OD05014B) 


111 
13.7 


Normal Liver 


15.2 


Lung cancer (0006081). 


0.0 


Liver Cancer 1026 


0.0 


Lung Margin 
(OD06081) 


0.0 


JUiVCi V^allUCl iKJZ^J 


0 0 


Lung Cancer 
(OD04237-01) 


13.1 


1-^1 Vci V-zauv/Cr DV/V/*T- 1 


0 0 

V/.V 


Lung Margin 

(OD04237-02) 


0.0 


Lriver 1 issue ouu'f-iN 


U.U 


Ocular Melanoma 
Metastasis 


0.0 


Liver Cancer 6005-T 


21.6 


Ocular Melanoma 
Margin (Liver) 


20.7 


Liver Tissue 6005-N 


21.6 


Melanoma Metastasis 


22.8 


Liver Cancer 064003 


0.0 


Melanoma Margin 
(Lung) 


— ■ •> 

0.0 


Normal Bladder 


0.0 


Normal Kidney 


0.0 


Bladder Cancer 1023 


0.0 


Kidney Ca, Nuclear 

grade 2 (OD04338) 


12.2 


Bladder Cancer 
A302173 




Kidney Margin 
(OD04338) 


0.0 

■ 


iNormai oiomacn 




Kidney Ca Nuclear 
grade 1/2 (OD04339) i 


100.0 


Gastric Cancer 
9060397 


0 0 


Kidney Margin 
(OD04339) [ 


U.U 


Stomach Margin 
9060396 




Kidney Ca, Clear cell 
type (OD04340) 


0.0 


Gastric Cancer 
9060395 


0.0 


Kidney Margin 
(OD04340) 


11.3 


Stomach Margin 
9060394 


12.3 


Kidney Ca, Nuclear 


28.3 


Gastric Cancer 064005 


0.0 
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grade 3 (OD04348) 



Table AUF. Panel 4. ID 



Tissue Name 


Rel. Exp.(%) 
Agl731, Run 
229787985 


Tissue Name 


Rel. Exp.(%) 
Agl731, Run 


Secondary Thl act 


0.3 


HUVEC IL-lbeta 


0.1 


Secondary Th2 act 


1.4 


HUVEC IFN gamma 


0.2 


OCCriJlllKlljr 111 ax^i 


0 1 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 : 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL- 11 i 


0.0 


Secondary Trl rest 


o.u 


Lung Microvascular EC 
none 


n A 


Pnmary Thl act 


u,u 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


n 1 


Pnmary Th2 act 


A C 

0.5 


Microvascular Dermal EC 
none 


C\ A 


Pnmary Trl act 


0.4 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


U.U 


■t.nnmi..Bm«!i*nni!f.T., ■?,7g.w.Tn..„n..m«ifr<-i.t trt ffj im.n.i ,,ti 

Pnmary Thl rest 


0.2 


Bronchial epitheHum 
TNFalpha + ILlbeta 


A A 
U.U 


Primary Th2 rest 


0.1 


Small airway epithelium 
none 


0.1 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.2 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.1 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 

.. _ 


Astrocytes TNFalpha + 
IL-lbeta 


A A 
U.U 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.5 


CD4 lymphocyte none 


0.0 


KU-812 (Basophil) 
PMA/ionomycin 


0.4 


2ry Thl/Th2/Trl anti- 
CD95 CHI 1 


0.0 


CCDl 106 (Keratinocytes) 
none 


0.1 

■» ( ..t.ii.ii 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 

1 ■■ - - .~ . r r .,-A/...„.,.J.J>.....J. - ' 


0.0 


LAK cells IL-2 


0.0 


Liver cirrhosis | 


0.1 


LAK cells IL-2+IL-12 


0.0 


NCI-H292 none | 


0.0 
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LAK cells IL-2+IFN 
gamma 


0 0 

v/.v/ 

, , ., - 


NCI-H292 IL-4 


1 8 


LAK cells IL-2+ IL-18 


0.0 


NCI-H292 IL-9 


100.0 


LAK cells 
PMA/ionomycin 


,r..1.. 1.1 .■«,I.I.„..|,.IWI.I,..T, M„„...,M|....... .1 

00 

v.Vf 


NCI-H292 IL-13 


0 2 


NK Cells IL-2 rest 


0.0 


NCI-H292 IFN gamma 


0.1 


Two Way MLR 3 day 


0.0 


HPAEC none 


0.1 


1 WO W ay IVlljjv D Udj 


0 0 


HPAEC TNF alpha + IL-1 
beta 


0 4 


Two Way MLR 7 day 


0.0 


Lung fibroblast none 


0.0 


PBMC rest 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.2 


PBMC PWM ' 


0.0 


Lung fibroblast IL-4 


0.1 


PBMC PHA-L 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) none 


0.4 


Lung fibroblast IL-13 


0.0 


Ramos (B cell) 
ionomycin 


0.6 


Lung fibroblast IFN 

gamma 


0.1 

•■- 1 ^^^v^,,- 


B lymphocytes PWM 


0,0 


Dermal fibroblast 
CCD 1070 rest 


0.3 


B lymphocytes CD40L 
andIL-4 


0.1 


Dermal fibroblast 
CCD1070 TNF alpha 


0.2 


CXJLri UDC/MVlr 




Dermal fibroblast 
CCD 1070 IL-1 beta 


0 4 


EOL-l dbcAMP 
PMA/ionomycin 


n 1 

U.l 


Dermal fibroblast IFN 
gamma 


0 A 
yj.yj 


Dendritic cells none 


0.0 


Dermal fibroblast IL-4 


0.1 


Dendritic cells LPS 


0.0 


Dermal Fibroblasts rest 


0.0 


Dendritic cells anti- 
CD40 


0.0 


Neutrophils TNFa+LPS 


0.0 


Monocytes rest 


0.0 


Neutrophils rest 


0.0 


Monocytes LPS 


0.0 


Colon 


0.0 


Macrophages rest 


0.1 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.1 


Kidney 


0.2 


HUVEC starved 


0.1 






Table AUG. Panel 4D 


Tissue Name 


Rel. Exp.(%) 
Agl731, Run 
165812961 


Tissue Name 


Rel. Exp.(%) 
Agl731, Run 
165812961 


Secondary Thl act 


13.5 


HUVEC IL-1 beta 


10.6 


Secondary Th2 act 


59.5 


HUVEC IFN gamma 


5.9 
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Secondary Trl act 


56.6 


HUVEC TNF alpha + IFN 
gamma 


8.0 

n f.ii II iitii n. 


Secondary Thl rest 


5.6 


HUVEC TNF alpha + IL4 


7.7 


Secondary Th2 rest 


8.8 


HUVEC IL-1 1 


6.2 


occonaary in rest 


^ n 

J.U 


Lung Microvascular EC 
none 


1 n ? 
1 w.z 


rnmary ini act 


'IS A 


Lung Microvascular EC 
TNFalpha + IL-1 beta 


1 n ft 

lU.O 

^»,,...,.«i...i»i.r«ir.mr..n.«r.«ir.i..,.....-..,i.i-,..i,.Mi..m.n. 


rnmary i nz act 


Al f*. 
H /,0 


Microvascular Dermal EC 
none 


1 

i .J 


rnmary in act 




Microsvasular Dermal EC 
TNFalpha + IL-1 beta 




rnmary IJil rest 




Bronchial epithelium 
TNFalpha + ILlbeta 


1 1 
1.1 


Primary Th2 rest 


1 l.J 


Small airway epithelium 
none 


1 o 
l.Z 


Primary Trl rest 


zi.o 


Small airway epithelium 
TNFalpha + IL-1 beta 


1 J.J 


CD45RACD4 

lymphocyte act 


6.3 


Coronery artery SMC rest 


4.5 


CD45ROCD4 
lymphocyte act 


10.8 


Coroneiy artery SMC 
TNFalpha + IL-lbeta 


2.8 


CD8 lymphocyte act 


6.6 


Astrocytes rest 


2.5 


Secondary CDS 
lymphocyte rest 


5.7 


Astroc5^es TNFalpha + 
IL-lbeta 


i.z 


Secondary CDS 
lymphocyte act 


12.i 


KU-olz (basophil) rest 


2. / 


CD4 lymphocyte none 


i.y 


KU-812 (Basophil) 

PMA/ionomycin 


ZZ. / 


2iy Thl/Th2/Trl_anti- 
CD95 CHI 1 


11 2 


CCD 1106 (Keratinocytes) 
none 


14 3 

1 inwii It n II iriiMiniwii.i«ni— i-iiMiiii^.ii..iiii....—m—..Ji 


T AIT i^f^IIq T"f=*cf 


1 4 

i..iiii.]i.ii.ai..K.nai Jill !ir>g. ff. . vt . r.ia . tAffOTiTair .]fcitjiaaj..i 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


39 8 


.JJ!-.....— - iiif till. 1^ 1. ■- y- J.iil.i.8i...Mli 

LAK cells IL-2 


3.0 


Liver cirrhosis 


18.9 


LAK cells IL-2+IL- 12 


3.0 


Lupus kidney 


4.3 


LAK cells IL-2+IFN 
gamma 


5 7 


NCI-H292 none 


26 6 


LAK cells IL-2+IL- 18 


4.2 


NCI-H292 IL-4 


32.8 


LAK cells 

PMA/ionomycin 


1.4 

r r ..■i'...,f.fi...i— — ..■.j-«..^-,„i<'.rf,,<»fcwt.r,,ij 


NCI-H292 IL-9 


30.6 


NK Cells IL-2 rest 


0.0 


NCI-H292IL-13 


11.4 


Two Way MLR 3 day 


2.2 

ft.. .... t ...ft..* m..<. 


NCI-H292 IFN gamma 


8.5 


Two Way MLR 5 day 


1.8 


HPAEC none 


9.0 
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Two Way MLR 7 day 


6.5 


HPAECTNF alpha + IL-1 
beta 


......^..i II 

10.3 


■ - - III - " •» ■■' -- 

PBMC rest 


1.3 


Lung iibrobiast none 


5.6 


PBMC PWM 


3.2 


Lung fibroblast TNF alpha 
+ IL'-1 beta 


5.9 


PBMC PHA-L 


15.7 


Lung fibroblast IL-4 


10.7 

Miiwiii^iiiiwM «mii«iriiiiiiiiit» iniinr in i i ■nmiiiii immmt 


Ramos (B cell) none 


100.0 


Lung fibroblast IL-9 


9.7 

■»'"«"'"■""■ '■■"""'-"■■n- 


Ramos (B cell) 
ionomycin 


47 0 


T imcr "fiKrr^hliict TT — 1 ^ 

r,.,— ^ , 


4 5 


D lympnocyxcs r wivi 




Lung fibroblast IFN 
gamma 


f\ 0 


B lymphocytes CD40L 
and IL-4 


O.l/ 


Dermal fibroblast 

CCD 1070 rest 


'^S 1 
-? J. 1 


JiUL'-l aDC/\lVlJr 




Dermal fibroblast 
CCD 1070 TNF alpha 




EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD1070 IL-1 beta 


15.5 


Dendritic cells none 


1.8 


Dermal fibroblast IFN 
gamma 

ri^.T:ii;;ra.-r;;wrj5Trjr;.,.^.r,,..ir....a.i..t-..i.7-,..i.i-r..^^^^ 


0.0 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


1.4 


Dendritic cells anti- 

CD40 


2.5 

,nBaifw:.<aw8iWga«ma,jtnr i ji.mi.fiiniiftH.miBBa 


IBD Colitis 2 

=.=s=s== — a..i.i-.«..i.r: — -rrfimiaMemu^Mtmaimmsminsmm 


2.1 


Monocytes rest 


u,u 


ijdjL/ crotui s 


1 n 
l.U 


ivionocyies JLro 


0 0 


Pnlnn 




Macrophages rest 


7.9 


Lung 


1.2 


Macrophages LPS 


0.0 


Thymus 


2.9 


HUVEC none 


20.3 


Kidney 


17.4 


HUVEC starved 


20.7 







CNS_neurodegeneration_vl,0 Summary: Agl731 No difference was detected in the 
expression of this gene in the postmortem brains of Alzheimer's diseased patients when 
compared to controls; however this panel demonstrates the expression of this gene in the 
brains of an independent group of subjects. See panel 1.3d for additional discussion of the 
potential utility of this gene in the central nervous system. 



General_screeningj)aneI_vL5 Summary: Agl731 Expression of the GMAC002555_B 
gene is highest in a sample derived from fetal kidney tissue (CT = 30,2). Of note is the 
absence of expression of this gene in the sample of adult kidney tissue. Thus, the expression 
of this gene could be used to distinguish fetal kidney tissue firom adult kidney tissue as well 
as fi^om the other samples in the panel. In addition, there is substantial expression of this gene 
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in a number of samples including a lung cancer cell line, breast cancer cell lines and a cluster 
of colon cancer cell lines. Therefore, therapeutic modulation of this gene, through the use of 
antibodies, small molecule drugs or protein therapeutics might be of benefit in the treatment 
of colon cancer, lung cancer or breast cancer. 

This gene represents a novel G-protein coupled receptor (GPCR) that also shows 
expression in the brain. The GPCR family of receptors contains a large number of 
neurotransmitter receptors, including the dopamine, serotonin, a and P-adrenergic, 
acetylcholine muscarinic, histamine, peptide, and metabotropic glutamate receptors. GPCRs 
are excellent drug targets in various neurologic and psychiatric diseases. All antipsychotics 
have been shown to act at the dopamine D2 receptor; similarly novel antipsychotics also act 
at the serotonergic receptor, and often the muscarinic and adrenergic receptors as well. While 
the majority of antidepressants can be classified as selective serotonin reuptake inhibitors, 
blockade of the 5-HTl A and a2 adrenergic receptors increases the effects of these drugs. The 
GPCRs are also of use as drug targets in the treatment of stroke. Blockade of the glutamate 
receptors may decrease the neuronal death resulting from excitotoxicity; further more the 
purinergic receptors have also been implicated as drug targets in the treatment of cerebral 
ischemia. The {3-adrenergic receptors have been implicated in the treatment of ADHD with 
Ritalin, while the a-adrenergic receptors have been implicated in memory. Therefore this 
gene may be of use as a small molecule target for the treatment of any of the described 
diseases. 

References: 

1. El Yacoubi M, Ledent C, Parmentier M, Bertorelli R, Ongini E, Costentin J, Vaugeois JM. 

Adenosine A2A receptor antagonists are potential antidepressants: evidence based on 
pharmacology and A2A receptor knockout mice. Br J Pharmacol 2001 Sep;134(l):68-77 

1. Adenosine, an ubiquitous neuromodulator, and its analogues have been shown to produce 
'depressant' effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated 'depressant' 
effect. 2. We have designed studies to assess whether adenosine A2A receptor antagonists, or 
genetic inactivation of the receptor would be effective in established screening procedures, 
such as tail suspension and forced swim tests, which are predictive of clinical antidepressant 
activity. 3. Adenosine A2A receptor knockout mice were found to be less sensitive to 
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^depressant' challenges than their wildtype littermates. Consistently, the adenosine A2A 
receptor blockers SCH 58261 (1 - 10 mg kg(-l), i.p.) and KW 6002 (0.1 - 10 mg kg(-l), p.o.) 
reduced the total immobility time in the tail suspension test. 4. The efficacy of adenosine 
A2A receptor antagonists in reducing immobility time in the tail suspension test was 
5 confirmed and extended in two groups of mice. Specifically, SCH 58261 (1 - 10 mg kg(-l)) 
and ZM 241385 (15 - 60 mg kg(-l)) were effective in mice previously screened for having 
high immobility time, while SCH 58261 at 10 mg kg(-l) reduced immobility of mice that 
were selectively bred for their spontaneous 'helplessness' in this assay. 5, Additional 
experiments were carried out using the forced swim test. SCH 58261 at 10 mg kg(-l) reduced 

10 the immobility time by 61%, while KW 6002 decreased the total immobility time at the doses 
of 1 and 10 mg kg(-l) by 75 and 79%, respectively. 6. Administration of the dopamine D2 
receptor antagonist haloperidol (50 - 200 microg kg(-l) i.p.) prevented the antidepressant-like 
effects elicited by SCH 58261 (10 mg kg(-l) i.p,) in forced swim test whereas it left unaltered 
its stimulant motor effects. 7. In conclusion, these data support the hypothesis that A2A 

15 receptor antagonists prolong escape-directed behaviour in two screening tests for 
antidepressants. Altogether the results support the hypothesis that blockade of the adenosine 
A2A receptor might be an interesting target for the development of effective antidepressant 
agents. 

2, Blier P. Pharmacology of rapid-onset antidepressant treatment strategies. Clin Psychiatry 
20 2001;62Suppl 15:12-7 

Although selective serotonin reuptake inhibitors (SSRIs) block serotonin (5-HT) reuptake 
rapidly, their therapeutic action is delayed. The increase in synaptic 5-HT activates feedback 
mechanisms mediated by 5-HTlA (cell body) and 5-HTlB (terminal) autoreceptors, which, 
respectively, reduce the firing in 5-HT neurons and decrease the amount of 5-HT released per 

25 action potential resulting in attenuated 5-HT neurotransmission. Long-term treatment 
desensitizes the inhibitory 5-HTl autoreceptors, and 5-HT neurotransmission is enhanced. 
The time course of these events is similar to the delay of clinical action. The addition of 
pindolol, which blocks 5-HTlA receptors, to SSRI treatment decouples the feedback 
inhibition of 5-HT neuron firing and accelerates and enhances the antidepressant response. 

30 The neuronal circuitry of the 5-HT and norepinephrine (NE) systems and their connections to 
forebrain areas believed to be involved in depression has been dissected. The firing of 5-HT 
neurons in the raphe nuclei is driven, at least partly, by alpha 1-adrenoceptor-mediated 
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excitatory inputs from NE neurons. Inhibitory alpha2-adrenoceptors on the NE 
neuroterminals form part of a feedback control mechanism. Mirtazapine, an antagonist at 
aIpha2-adrenoceptors, does not enhance 5-HT neurotransmission directly but disinhibits the 
NE activation of 5-HT neurons and thereby increases 5-HT neurotransmission by a 
mechanism that does not require a time-dependent desensitization of receptors. These 
neurobiological phenomena may underlie the apparently faster onset of action of mirtazapine 
compared with the SSRIs. 

3. Tranquillini ME, Reggiani A. Glycine-site antagonists and stroke. Expert Opin Investig 
Drugs 1999 Nov;8(ll): 1837-1 848 

The excitatory amino acid, (S)-glutamic acid, plays an important role in controlling 
many neuronal processes. Its action is mediated by two main groups of receptors: the 
ionotropic receptors (which include NMDA, AMPA and kainic acid subtypes) and the 
metabotropic receptors (mGluR(l-8)) mediating G-protein coupled responses. This review 
focuses on the strychnine insensitive glycine binding site located on the NMDA receptor 
channel, and on the possible use of selective antagonists for the treatment of stroke. Stroke is 
a devastating disease caused by a sudden vascular accident. Neurochemically, a massive 
release of glutamate occurs in neuronal tissue; this overactivates the NMDA receptor, leading 
to increased intracellular calcium influx, which causes neuronal cell death through necrosis, 
NMDA receptor activation strongly depends upon the presence of glycine as a co-agonist 
Therefore, the administration of a glycine antagonist can block overactivation of NMDA 
receptors, thus preserving neurones from damage. The glycine antagonists currently 
identified can be divided into five main categories depending on their chemical structure: 
indoles, tetrahydroquinolines, benzoazepines, quinoxalinediones and pyrida-zinoquinolines. 

4. Monopoli A, Lozza G, Forlani A, Mattavelli A, Ongini E, Blockade of adenosine A2A 
receptors by SCH 58261 results in neuroprotective effects in cerebral ischaemia in rats. 
Neuroreport 1998 Dec l;9(17):3955-9 Related Articles, Books, LinkOut 

Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
we assessed whether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0.01 
mg/kg either i.p. or i.v.) administered to normotensive rats 10 min after ischaemia markedly 
reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0.05). Similar 
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effects were observed when SCH 58261 (0.01 mg/kg, i,p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially useful biological target for the reduction of brain injury. 

Panel 1.3D Summary: Agl731 Expression of the GMAC002555_B gene is only expressed in 
the spleen (CT = 32.9), an important site of secondary immune responses. Therefore, expression of 
this gene can be used to distinguish spleen from the other samples on this panel. Furthermore, 
antibodies or small molecule therapeutics that block the fimction of this GPCR may be useful as anti- 
inflammatory therapeutics for the treatment of allergies, autoimmune diseases, and inflammatory 
diseases. 

Panel 2.2 Summary: Agl731 Significant expression of the GMAC002555_B gene is seen 
exclusively in a kidney cancer sample (CT = 34.3). Interestingly, expression of this gene is 
much higher in the kidney cancer sample when compared to the adjacent matched normal 
tissue. Therefore, expression of this gene may be used to distinguish kidney cancer from 
normal kidney. Furthermore, therapeutic modulation of the activity of the GPCR encoded by 
this gene, using small molecule drugs or antibodies, may be beneficial in the treatment of 
kidney cancer. 

Panel 4.1D Summary: Agl731 Data from one experiment with this probe and primer set is 
not included, because the amp plot indicates that there were experimental difficulties with 
this run (data not shown). 

Panel 4D Summary: Ag 1731 The GMAC002555_B gene is expressed at low to moderate 
levels in a number of samples on this panel. Expression of this gene is highest in a Ramos B 
lymphoma cell line (CT = 30) with moderate expression also seen in activated Th2 and 
regulatory Trl T cells and activated Thl cells. In addition, this transcript is found in spleen, 
an important site of secondary immune responses, which is consistent with the expression in 
activated T cells. This observation is consistent with what is observed in Panel 1.3D. 
Therefore, small molecule or antibody therapeutics designed against the GPCR encoded for 
by this gene could be utilized to modulate function of activated T cells and treat patients 
suffering from autoimmune and inflammatory diseases such as asthma, allergies, 
inflammatory bowel disease, lupus erythematosus, rheumatoid arthritis and psoriasis. 
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AV. GMAC002555_A: GPCR 

Expression of gene GMAC002555_A was assessed using the primer-probe sets 
Ag2483 and Agl729, described in Tables AVA and AVB. Results of the RTQ-PCR runs are 
5 shown in Tables AVC, AVD and AVE. 



Table AVA . Probe Name Ag2483 



Primers 


Sequences 


Length 


Start 
Position 


SEQ 
roNO: 


Forward 


5 • -gtgaatttgttctcgtgagctt-3 ' 




22 


30 


444 


Probe 


TET-5 • -ccctgtccactgagcttcaggctcta-3 • - 
TAMRA 


26 


57 


445 


Reverse 


5 ' -tggtcaagaaaaggagaaacag-3 ' 


22 


83 


446 



Table AVB . Probe Name Agl729 



Prinoiers 


Sequences 


Length 


Start 
Position 

1 -A... j...i.i.u,ii,«-w.im>,ii! 


SEQ 
ID NO: 


Forward: 


5 ' -atttgttctcgtgagcttctca-3 ' 


22 

1 1.— ji-j — 


34 


447 


Probe 


TET-5 ' -ccctgtccactgagcttcaggctcta-3 ' - 
TAMRA 


26 


57 


448 


Reverse 


5 * -cattgcccattaaagtaaccaa-3 ' 


22 


110 


449 



Table AVC . CNS_neurodegeneration_vLO 



Tissue Name 


Rel. Exp.(%) Ag2483, 
Run 208777958 


Tissue Name 


Rel. Exp.(%) Ag2483, 
Run 208777958 


AD 1 Hippo 


9.4 


Control (Path) 3 
Temporal Ctx 


10.6 


AD 2 Hippo 

. . ■ . - > 


15.1 


Control (Path) 4 
Temporal Ctx 


20.7 


AD 3 Hippo 


5.0 


AD 1 Occipital Ctx 


15.3 


AD 4 Hippo 


23.0 


AD 2 Occipital Ctx 
(Missing) 


0.0 


AD 5 Hippo 


90.8 


AD 3 Occipital Ctx 


0.0 


AD 6 Hippo 


23.2 


AD 4 Occipital Ctx 


14.9 


Control 2 Hippo 


12.2 


AD 5 Occipital Ctx 


11.2 


Control 4 Hippo 


2.5 


AD 6 Occipital Ctx 


11.7 


Control (Path) 3 
Hippo 


14.1 


Control 1 Occipital 
Ctx 


2.1 


AD 1 Temporal Ctxi 

r rriimiltTl il -ifill mill -nil l ■ rr rr'in— Trrr-rir[r-ffi[r-fiiirf-|f-|irr- nrf 


2.9 


Control 2 Occipital i 

- 1 ,-, — ■ ■ v--> 


22.8 
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mi.irmi ■ !■ M km, «..«iK,.ll.,»<iHlwrgi nn in.rn.ni unnltllinrrn .iiimminiii Ti 


Ctx 




AD 9 Tpmnnrfll CtY 


IR 4 

1 O. I 


Control 3 Occipital 
Ctx 


29 9 




0 0 

^ ^_a„S ~ 


Control 4 Occipital 

Ctx 


0 0 


i\LJ H iCmpural V-'lA 

— _ . ™ J 


17 0 


Control (Path) 1 
Occipital Ctx 




AD 5 Inf Temporal 

Ctx 




Control (Path) 2 
Occipital Ctx 


9Q S 


AD 5 Sup 
Temporal Ctx 


91 0 


Control (Path) 3 
Occipital Ctx 


0 0 


AD 6 Inf Temporal 
Ctx 


14 R 

l*T.O 


Control (Path) 4 
Occipital Ctx 


SO 7 


AD 6 Sup 
Temporal Ctx 


99 9 


Control 1 Parietal 
Ctx 


1 ^ 7 


Control 1 Temporal 
Ctx 

> 


, J . — « 


Control 2 Parietal 
Ctx 




Control 2 Temporal ; 
Ctx 




Control 3 Parietal 
Ctx 




Control 3 Temporal 
Ctx 


zu.z 

n.—™ * ■■■» = ' r -» f viri 


Control (Path) 1 
Parietal Ctx 


70 9 

/u.z 


Control 3 Temporal 

Ctx 

. - 


18 7 


Control (Path) 2 
Parietal Ctx 


36 6 


Control (Path) 1 

Temporal Ctx 


100.0 


Control (Path) 3 

Parietal Ctx 


8.0 

l(f»WI>l1.»Wrrf.1H..-. If Mf — ■l.tiBMJldl.il.JI..JJ..lBia— AJ..iUMlM...lil«l..mi 


Control (Path) 2 
Temporal Ctx 


78.5 


Control (Path) 4 
Parietal Ctx 


85.9 



Table AVD. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) 
Ag2483, Run 
165639504 


Tissue Name 


ReL Exp.(%) 
Ag2483, Run 
165639504 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


65.5 


Renal ca. 786-0 


34.4 


Pancreatic ca. CAPAN 
2 

• > 


0.0 


Renal ca. A498 


18.2 


Adrenal gland 


37.1 


Renal ca. RXF 393 


0.0 


Thyroid 

— . — ■« 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 

... t ■ T ifi.>„...l..i,.il il. 1 


Renal ca.UO-31 


0.0 


Pituitary gland 


0.0 


Renal ca.TK- 10 


0,0 


Brain (fetal) 


19.5 


Liver 


0.0 


Brain (whole) 


74.2 


Liver (fetal) 


0.0 
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Brain (amygdala) 


12.9 

■ , -—J... - 1, t 1 iTrtirW." 


Liver ca. 

(hepatoblast) HepG2 


0.0 

at - — - 


Brain (cerebellum) 


40.1 


Lung 


55.1 


Brain (hippocampus) 


10.0 


Lung (fetal) 


0.0 


jL>ram ^suuoianua nigid^ 


SO 0 


Lung ca. (small cell) 
LX-1 




oram ^inaiamusj 


1 o.D 


Lung ca. (small cell) 
NCI-H69 


0 n 


v-/ereorai v^onex 




Lung ca. (s.cell var.) 
SHP-77 


0 0 

V/.V 


opmai COru 


n 0 


Lung ca. (large 
cell)NCI-H460 


17 7 

- 7SS!imh^..jA.i mrii.nn.BnnwT-rT-— "-TriinirriiiiTr.ti irii.mTwni... 


giio/astro Uo/-JViLf 


1^ Q 


Lung ca. (non-sm. 
cell) A549 


n ft 


giio/astro u-1 lo-Mu 


J / ,0 


Lung ca. (non-s.cell) 
NCI-H23 


ft 


asuocyionia o W 1 / 0 J 


M 1 


Lung ca. (non-s.cell) 
HOP-62 


ft ft 


neuro , met o1v-jn-Ao 


u.u 


Lung ca. (non-s.cl) 
NCI-H522 


ft ft 


astrocytoma SF-SSP 


0.0 


Lung ca. (squam.) 
SW900 


22.2 


astrocytoma SNB-75 


44.1 


Lung ca. (squam.) 
NCI-H596 


0.0 


glioma SNB-19 


0.0 


Mammary gland 


39.0 


uiioma uzjI 




Breast ca.* (pLef) 
MCF-7 


ft ft 

U.U 


glioma SF-295 


53,2 


Breast ca.* (pl.ef) 
MDA-MB-231 


100.0 


Heart (fetal) 


0.0 


Breast ca.* (pl.ef) 
T47D 


0.0 


Heart 


41.8 


Breast ca. BT-549 

t.,.».MM«.JitOH»l8t,«l{<.<,*,t<,.W..tM<flil<H.,.,..<»,^,<./ 


0.0 


Skeletal muscle (fetal) 


0.0 j 


Breast ca. MDA-N 


15.1 


Skeletal muscle 


' 0.0 1 


Ovary 


0.0 

t.^— .1.1 — 11, .<■..>■ .■.f.,if..-.,ft<...r,.,;„„a., 


rsone marrow 




Ovarian ca. 
OVCAR-3 

' ' 


ft ft 

U.U 


1 nymus 




Ovarian ca. 
OVCAR-4 


ft ft 
U.U 


opicen 




Ovarian ca. 
OVCAR-5 


91 '\ 


Lymph node 


83.5 


Ovarian ca. 
OVCAR-8 


31.4 


Colorectal 


32.1 


Ovarian ca. IGROV- 
1 


0.0 
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Stomach 


21.6 


Ovarian ca.* 
(ascites) SK-OV-3 


52.5 


Small intestine 


45.4 


Uterus 


4.9 


Colon ca. SW480 


57.4 


Plancenta 


84.1 


Colon ca.* 
SW620(SW480 met) 


37.4 


Prostate 


0.0 


Colon ca. HT29 


22.2 


Prostate ca.* (bone 
met)PC-3 


17.2 


Colonca.HCT-116 


46.0 


Testis 


80.7 




U.V/ 


Melanoma 

Hs688(A).T 


0 0 


Colon ca, 
tissue(OD03866) 


7 1 


Melanoma* (met) 

Hs688(B).T 


0 0 




0 0 


Melanoma UACC- 
62 


40 1 


Gastric ca.* (liver met) 
NCI-N87 


0 0 




n 7 


Bladder 


47.3 

■ 


Melanoma LOX 
IMVI 


0.0 


Trachea 


20.2 


Melanoma* (met) 
SK-MEL-5 


0.0 

ffili.».«tii<i«..nn« lin..i.it U ; M t.r,- mi^mtiUtViii 


Kidney 


0.0 


Adipose 


0.0 



Table AVE. Panel 4D 



Tissue Name 


Rel. 

Exp.(%) 

Agl729, 

Run 
165767258 


Rel. 
Exp.(%) 
Ag2483, 

Run 
164391871 


Tissue Name 


Rel. 

Exp.(%) 
Agl729, 

Run 
165767258 


Rel. 

Exp.(%) 
Ag2483, 

Run 
164391871 


Secondary Thl act 


11.9 


7.1 


HUVEC EL-lbeta 


20.3 


2.4 


Secondary Thl act 


97.9 


30.8 


HUVECIFN 
gamma 


14.3 


6.8 


Secondary Trl act 


100.0 


19.6 


HUVEC TNF 
alpha + IFN 
gamma 


4.9 


5.0 


Secondary Thl rest 


5.5 


' — — ; 

0.0 


HUVEC TNF 
alpha + IL4 


12.0 


7.7 


Secondary Th2 rest 


4.0 


3.2 


HUVEC IL-1 1 


8.5 


1.9 


Secondary Trl rest 


7.4 


1.5 


Lung 

Microvascular EC 
none 


13.3 


9.6 


Primary Thl act 


41.2 


18.6 


Lung 

Microvascular EC 


9.7 


6.9 
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TNFalpha + IL- 
lbeta 




ii.i m - 1 


Primary Th2 act 


48.0 


7.9 


Microvascular 
Dermal EC none 


3.6 


1,2 


Primary Trl act 


91.4 


13.9 


Microsvasular 
Dermal EC 
TNFalpha + IL- 
Ibeta 


3.8 


1.0 


Primary Thl rest 


28.9 


9.3 


Bronchial 
epithelium 
TNFalpha + 
ILlbeta 


2.2 


1.9 


Primary Thl rest 


12.4 


■ T - 7 ', 


Small airway 
epithelium none 


0.0 


0.7 


if It 1 "> 1 I'l ' 

Primary Trl rest 


13.5 

• 


5.3 


Small airway 
epithelium 
TNFalpha + IL- 

Ibeta 


18.8 


15.1 


CD45RA CD4 

lymphocyte act 


8.8 


2.5 


Coronery artery 
SMC rest 


8.4 


3.0 


CD45RO CD4 
lymphocyte act 


II n 11. inivr .r 

17.4 


__________ — 

7.3 


Coronery artery 
SMC TNFalpha + 
IL- ibeta 


3.2 


3.7 


CDS lymphocyte 
act 


10.4 


3.8 


Astrocytes rest 


5.1 


0.0 


Secondary CDS 
lymphocyte rest 


5.2 


1.9 

■ 


Astrocytes 
TNFalpha + IL- 
Ibeta 


6.6 


1.9 


Secondary CDS 

lymphocyte act 


13.4 


5.4 


KU-812 
(Basophil) rest 


10.2 


2.7 


CD4 lymphocyte 
none 


0.8 


0.5 


KU-812 

(Basophil) 

PMA/ionomycin 


26.6 


11.1 


2ry 

Thl/Th2/Trl anti- 
CD95 CHI 1 ~ 


8.4 


3.4 


CCDl 106 

fKeratinocvtes) 

none 

ri«miaWi,.T>..-r;f;T; .■mrmra;tii;ti.«j.i.T;.4gr,«— t — i" 


7.4 


7.5 


LAK cells rest 


1.7 


1.0 


CCDl 106 

(Keratinocytes) 
TNFalpha + IL- 
lbeta 


5 1 A 


U.U 


LAK cells IL-2 


3.4 


1.0 

/.T.^. t..t.t X ( i 


Liver cirrhosis 


29.7 


4.8 


LAK cells IL- 
2+IL-12 


3.9 


0.7 


Lupus kidney 


3.3 


1.7 


LAK cells IL- 
2+IFN gamma 


Hi r i 

5.3 


0.9 


NCI-H292 none 


54.7 


25.2 
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LAK cells IL-2+ 
IL-18 


1 0.6 


1.2 


NCI-H292 lL-4 


55.9 


23.3 


LAK cells 
PMA/ionomycin 


1 4.2 


1.7 


NCI-H292 IL-9 


66.0 

— ...1 ...a .-a.a.< 


22.2 

•~ " — — S S 3 


NK Cells IL-2 rest 1 1.5 


0.4 


NCI-H292 IL-13 


32.1 


8.3 


Two Wav MLR 3 

day 


0.0 


0 6 


NCI-H292 IFN 

gamma 


29 3 


15 0 


Two Wav MLR 5 

day 


2.4 


1 0 


HP AFC none 


11 1 

i.i..i..iti....Bi.t<..nrfnf'.> a. 


6 2 


Two Wav MLR 7 
day 


5.0 


1.5 


HPAEC TNF 
alpha + IL-1 beta 


18.2 


7.5 


PBMC rest 


2.8 


0.9 


Lung fibroblast 
none 


6.2 


3.0 


PBMC PWM 


0.6 


3.1 


Lung fibroblast 
TNF alpha + IL-1 
beta 


8.7 


1-1 


PBMC PHA-L 


5.3 

■i.jt..«aK.ia..ti.i<».iii. r yt .— i 


hjlu/ij..,. <■ ...ii - Ill n 


Lung fibroblast 
IL-4 




1 0 


none 


94.6 




Lung fibroblast 
IL-9 




4 0 


Ramos (B cell) 
* • 

lUIlUIIljClll 


72.7 


inn n 


Lung fibroblast 
IL-13 




1 4 

.■.■..■■.iii..iii..r« r V Hi ffifiOOMii i 


h - .,^.A^^..M^Jim.,am.m..^ A -> 

B lymphocytes 

r W iVl 


0.8 


2.1 


Lung fibroblast 
IFN gamma 


6.3 


1.9 


B lymphocytes 


3.6 


0.8 


Dermal fibroblast 
CCD 1070 rest 


57.8 


14.5 




0 0 
v.v 


0.0 


Dermal fibroblast 
CCD 1070 TNF 
alpha 


52.5 


30.6 


EOL-1 dbcAMP 
rMA/ionoxnycin 


0.0 


0.0 


Dermal fibroblast 
CCD1070 IL-1 

beta 


21.0 


12.3 


Dendritic cells 
none 


0.0 


u.o 


Dermal fibroblast 
IFN gamma 


0 n 

U.v 


1 0 


Dendritic cells LPS 


0.0 


0.0 


Dermal fibroblast 
IL-4 


0.7 


1.6 


Dendritic cells anti- 
CD40 


0.0 


1.0 


IBD Colitis 2 


3.6 


2.6 


Monocytes rest 


0.0 




irJU Cronn s 




U.O 


Monocytes LPS 


0.0 


u.u 






U. i 


Macrophages rest 


11.5 


4.0 


Lung 


1.7 


0.9 


Macrophages LPS 


0.7 


0.0 


Thymus 


9.0 


7.3 


HUVEC none 


25.9 


6.9 


Kidney 


8.0 


7.7 


HUVEC starved 


55.9 


15.1 
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CNS_neurodegeneration_vl.O Summary: Ag2483 The protein encoded by the 
GMAC002555_A gene contains homology to the GPCR family of receptors, and is shown by 
panel CNS_Neurodegeneration_V1.0 to be expressed in the brain, with gene expression 
down regulated in the temporal cortex of the Alzheimer's diseased brain. The temporal cortex 
is a region that specifically shows neurodegeneration in Alzheimer's disease. Several 
neurotransmitter receptors are GPCRs, including the dopamine receptor family, the serotonin 
receptor family, the GABAB receptor, and the muscarinic acetylcholine receptors. Thus, the 
GPCR encoded by the GMAC002555_A gene may represent a novel neurotransmitter 
receptor. Targeting various neurotransmitter receptors, such as dopamine, serotonin 
receptors, has proven to be an effective therapy in psychiatric illnesses such as schizophrenia, 
bipolar disorder and depression. Furthermore the cerebral cortex and hippocampus are 
regions of the brain that are known to play critical roles in Alzheimer's disease, seizure 
disorders, and in the normal process of memory formation. Thus, therapeutic modulation of 
this gene or its protein product may be beneficial in one or more of these diseases, as may 
stimulation of the receptor coded for by the gene. 

Panel LSD Summary: Ag2483 Significant expression of the GMAC002555_A gene is 
limited to a sample derived fi:om a breast cancer cell line (CT=34.9). Thus, the expression of 
this gene could be used to distinguish this cell line firom other samples. Furthermore, 
therapeutic modulation of the expression or function of the protein encoded by the 
GMAC002555_A gene, through the use of small molecule drugs or antibodies, might be 
beneficial in the treatment of breast cancer. 

Panel 4D Summary: Ag2483/Agl729 Two experiments using two different probe and 
primer sets show highest expression of the GMAC002555_A gene in ionomycin-activated 
Ramos B lymphblastoid cells (CT=29.4) in one run and in activated Trl cells (CT=32.2) in 
the second run. Moderate expression is also detected in activated Thl and Th2 cells, resting 
and cytokine-activated dermal fibroblasts, and in resting and cytokine activated 
mucoepidermoid cells. Inhibition of the function of the protein encoded by the 
GMAC002555_A gene by a specific antibody or small molecule drug may reduce 
inflammation and autoimmunity that result from asthma, psoriasis, and inflammatory bowel 
disease. 
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AW. GMAC005255_A: GPCR 

Expression of gene GMAC005255_A was assessed using the primer-probe set 
Agl721, described in Table AWA. Results of the RTQ-PCR runs are shown in Table AWB. 



Table AWA . Probe Name Agl721 



Primers 


Sequences 


Length 


Start Position 


SEQ ID 
NO: 


Forward 


5 • -ccatgtacttcttcctctccaa-3 ' 




173 


450 


Probe 


TET-5 ' -tcagttttgtgtctaccactgtcccg-3 ' -TAMRA 

^ - ... - ... .. ^ ^...■■■■^ — ^ — —4 


26 J 


212 


451 


Reverse 


5 ' -tctggatattcaccagcatctt-3 ' 


22 \ 


238 


452 



5 Table AWB. Panel 4D 





Tissue Name 


ReL Exp.(%) 
Agl721, Run 


Tissue Name 


Rel. Exp.(yo) 
Agl721, Run 




^.....—.-.wi 1 ..MM , , ifi 1 ■ II • 

Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


h^h!' 


Secondary Th2 act 


2.3 


HUVEC IFN gamma 


A A 

0.0 


:«s ii 


l/lmr,^^7;hl■l^lV.^■gftlT^^^ml^J^^^T^^TBw™ It w mnr fiirrrti ffmi 1 1 nmm 

Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gaimna 


0.0 




Secondary Thl rest 


rHragiimr7m«H..iW8mjrriiii •■vir.tsmfmamiir'Tnii ■ iii'T'MBes 

A A 


HU VbC liNr alpna + 1L4 


U.U 




Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


0.0 




Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 




Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalphaH- IL-lbeta 


0.0 


•1 H 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 




Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 




Primary Thl rest 


0.0 


Bronchial epithelium 

TNFalpha + ILlbeta 


0.0 




Primary Thl rest 


0.0 


Small airway epithehum 
none 


0.0 




Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 




CD45RA CD4 
lymphoc)^ act 


0.0 


Coronery artery SMC rest 


0.0 




CD45RO CD4 
l5anphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


2.4 




CD8 lymphocyte act 


0.0 


Astrocytes rest 


0.0 
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Secondary CD8 
lymphocyte rest 


0 0 

V/.V/ 


Astrocytes TNFalpha + 
IL-lbeta 


0 0 




Secondary CD8 
lymphocyte act 


0 0 

V/.V 


KT T-8 1 2 TRasonhi I'k rest 


0 0 

1 

Vff rn "1- -?Ti ritrm niTiTt nntr , r - 






0 0 


KU-8 12 (Basophil) 

PMA/ionomycin 






2ry Thl/Th2/Trl_anti- 
CD95 CHll 


0.8 


CCD 1106 (Keratinocytes) 
none 


0.0 




LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 

, , , M. 




LAK cells IL-2 


1.1 


Liver cirrhosis 


100.0 




LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.5 




LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


0.0 




LAK cells IL-2+IL- 18 


0.0 


NCI-H292 IL-4 


0.9 




LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


2.3 


*^f: 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 




Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


i: W 


Two Way MLR 5 day 


0.0 


HPAEC none : 


0.0 


!; E ?. 


Two Wav MLR 7 dav 


0.0 


HPAEC TNF alpha + IL-1 
beta 


0.0 


•■J f-V;- 

'irsss 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 




PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 




PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.6 




Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 




Ramos (B cell) 
ionomycin 




Lung 11 Dro blast IL-li 


U.U 




Jt> lympnocyies r wm 




Lung fibroblast IFN 
gamma 


u.u 




B lymphocytes CD40L 
and IL-4 




Dermal fibroblast 
CCD 1070 rest 


u.u 




GDCAJVlr 


u.u 


Dermal fibroblast 
CCD1070 TNF alpha 


U.U 




EOL-l dbcAMP 
PMA/ionomycin 

.ai.fc — . iJ-.B B r, ri.mni .a a n*; <.7 


3.3 


Dermal fibroblast 
CCD 1070 IL-1 beta 


0.0 




Dendritic cells none 


0.0 


Dermal fibroblast IFN 

gamma 


4.7 




Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 

1 iif fiif .fitiB n.ir,i..n iM.n TIM* j!.ai-. 




Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


19.3 




Monocytes rest 


0.0 


IBD Crohn's 


0.5 
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iviunocyico jl/a o 


2 4 




4 6 


Macrophages rest 


0.0 


Lung 


3.2 


Macrophages LPS 


0.0 


Thymus 


1.7 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel 4D Summary: Agl721 Significant expression of the GMAC005255_A gene is 
detected only in a liver cirrhosis sample (CT = 31.2). This gene encodes a putative GPCR; 
therefore, antibodies or small molecule therapeutics could reduce or inhibit fibrosis that 
occurs in liver cirrhosis. In addition, antibodies to this putative GPCR could also be used for 
the diagnosis of liver cirrhosis. 



AX. G]VIAC002988_A: GPCR 

Expression of gene GMAC002988_A was assessed using the primer-probe set 
Agl720, described in Table AXA. Results of the RTQ-PCR runs are shown in Table AXB. 



Table AXA . Probe Name Agl720 



Primers 


Sequences 


Length Start Position 


SEQID 
NO: 


Forward 1 


5 ' -agggaatgagacacaaatttca-3 ' 


22 \ 


9 


453 


Probe 


TET-5 ' -acaagaattgcagcccttcctctttg-3 • -TAMRA 


26 : 


60 


454 


Reverse 


5 ' -caggtacatggacaggaacag-3 ' 


21 ] 


88 


455 



Table AXB. Panel 2.2 



Tissue Name 


Rel. Exp.(%) 
Agl720, Run 
173761687 


Ussue Name 


Rel. Exp.(%) 
Agl720, Run 
173761687 


Normal Colon 


0.0 


Kidney Margin 
(OD04348) 


0.0 


Colon cancer 
(OD06064) 


0.0 


Kidney malignant 
cancer (OD06204B) 


0.0 


Colon Margin 
(OD06064) 


0.0 


Kidney normal adjacent 
tissue (OD06204E) 


0.0 


Colon cancer 
(OD06159) 


0.0 


Kidney Cancer 
(OD04450-01) 


0.0 


Colon Margin 


1.1 


Kidney Margin 


0.0 
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(OD06159) 


|(OD04450-03) 






Colon cancer 
(OD06297-04) 


0.0 


Kidney Cancer 
8120613 


0 0 




Colon Margin 
(OD06297-015) 


0.0 


Kidney Margin 
8120614 


0 0 




CC Gr.2 ascend colon 
(OD03921) 


0.0 


Kidney Cancer 
9010320 


0 0 






1.2 


Kidney Margin 

9010321 


0 0 




Colon cancer metastasis 
(OD06104) 


0.0 

amanr.a Rii.iBB.s.^iB.nEr'iTiffiw.r.w.T ......riBigiairMaai^Bfflg — 


Kidney Cancer 
8120607 


0 0 




Lung Margin 
(OD06104) 


A A 


Kidney Margin 
8120608 


0 0 




Colon mets to lung 
(OD04451-01) 


A A 

0.0 


Normal Uterus 


0.0 




Lung Margin 
(OD04451-02) 


^— — — , 

A A 

0.0 

... 


Utenne Cancer 06401 1 


0.0 


•* * 


Normal Prostate 


0.0 i 


Normal Thyroid 


, 

0.0 


J |t 

:■ W 


Prostate Cancer 
(OD04410) 


0.0 


Thyroid Cancer 064010 


n n 

U.V 


\' "w !! 


Prostate Margin 
(OD04410) 


0.0 


Thyroid Cancer 
A302152 


0 0 


'II **CJ' 


iNonnai vjvary 

■ 


A A 

0,0 


Thyroid Margin 
A302153 


A A 
v.U 




Ovarian cancer 
(OD06283-03) [ 


A A 
0.0 

J 


XT 1 ^^^A. 

Normal Breast 

• 


0.0 

- , , 


C (J *' 


Ovarian Margin 
(OD06283-07) 


A /\ 

0.0 


Breast Cancer 
(OD04566) 


0.0 

ifi ii.,imiM<i.i. jt. II n 1 M ■■ .Wit 




Ovarian Cancer 064008 


100.0 


Breast Cancer 1024 


0.0 




Ovarian cancer 
(OD06145) 


0.0 


RTea<?t Cancer 

(OD04590-01) 


0.0 




Ovarian Margin 
(OD06145) 


0.0 


Rreast Cancer M^ets 

(OD04590-03) 


0.0 




uvanan cancer 
(OD06455-03) 


0.0 


Breast Cancer 
Metastasis (OD04655- 
05) 


0.0 




Ovarian Margin 
(OD06455-07) 


0.0 


Breast Cancer 064006 


0.0 




Normal Lung 

- — J-M.. — — 1. .. t ....t: 


0.0 

— t — . — — ^ ,, .. f. .t t /. .f. 


Breast Cancer 9100266 


0.0 




Invasive poor diff. lung 
adeno (ODO4945-01 


0.0 


Breast Margin 9100265 


0.0 




Lung Margin 
(ODO4945-03) 


0.0 


Breast Cancer A209073 


0.0 




Lung Malignant Cancer i 


0.0 

.1.. MM 1 .1.11,1. .1. 1. .r.n.r.ir,,.,,.,,,,,^ 


Breast Margin 


9.3 
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(OD03126) 

— - -.■ 




A2090734 | 


Lung Margin 
(OD03126) 


ft ft 


Breast cancer 
(OD06083) 


i ^7 A 

7.9 


Lung Cancer 
(OD05014A) 


0.0 


Breast cancer node 
metastasis (OD06083) 


A A 

0.0 


Lung Margin 
(OD05014B) 


0.0 


XT IT* 

Normal Liver 


0.0 


Lung cancer (OD06081) 


0.0 


Liver Cancer 1026 


26.6 


Lung Margin 
(OD06081) 


ft ft 


Liver Cancer 1025 


0.0 


Lung Cancer 
(OD04237-01) 


U.O 


Liver Cancer 6004-T 


0.0 


Lung Margin 
(OD04237-02) 


5.3 


Liver Tissue 6004-N 


0.0 


Ocular Melanoma 
Metastasis 


0.0 


Liver Cancer 6005-T 


0.0 


Ocular Melanoma 
Margin (Liver) 


0 0 


Liver Tissue 6005-N 


0.0 


Melanoma Metastasis 


0.0 


Liver Cancer 064003 


0.0 


Melanoma Margin 
(Lung) 


0.0 


Normal Bladder 


0.0 


Normal Kidney 


0.0 


Bladder Cancer 1023 


0.0 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


5.5 


Bladder Cancer 
A302173 


0.0 


Kidney Margin 
(OD04338) 


0.0 


Normal Stomach 


0.0 


Kidney Ca Nuclear 
grade Vz (OD04339) 


0.0 

— -— ' " •■ 


Gastric Cancer 
9060397 

A<....t>/,»-,.» . 1 


0.0 


Kidney Margin 
(OD04339) 


0.0 


Stomach Margin 
9060396 


0.0 


Kidney Ca, Clear cell 

type (OD04340) 


A A 

U.O 


Gastric Cancer 

9060395 


0.0 


Kidney Margin 
(OD04340) 


0.0 


Stomach Margin 
9060394 


0.0 


Kidney Ca, Nuclear 
grade 3 (OD04348) 


0.0 

_ 


Gastric Cancer 064005 


0.0 



Panel 1.3D Summary: Agl720 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 



Panel 2,2 Summary: Agl720 Expression of the GMAC002988_A gene is highest in an 

ovarian cancer sample (CT = 32.6). This gene is also expressed at low but significant levels 

in a liver cancer sample (CT = 34.5). Therefore, expression of this gene may be used to 
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distinguish ovarian and liver cancers from the other samples on this panel. Furthermore, 
therapeutic modulation of the activity of the GPCR encoded by this gene may be beneficial in 
the treatment of ovarian and liver cancer. 

Panel 4D Summary: Agl720 Expression of this gene is low/undetectable (CTs > 34.5) 
across all of the samples on this panel (data not shown). 



AY, GMAC006271_B: GPCR 

Expression of gene GMAC006271_B v^as assessed using the primer-probe set 
Agl719, described in Table AYA. Results of the RTQ-PCR runs are shov^n in Table AYB. 



Table AYA . Probe Name Agl719 



Primers 


Sequences 


Length 

iBmiiaifWrwwwtaitMMattij 


Start Position 


SEQID 
NO: 

taaxif.Kx<iMiuiama!MiimiitKt 


Forward: 


5 ' -tggcttcagtgatgtacactgt-3 ' 


22 1 


669 


456 


Probe 


TET-5 ' -cccatgctgaaccccttcatctacag-3 ' -TAMRA; 


26 1 


698 


457 


Reverse i 


5 ' -cactttgaatgtccttgttcct-3 ' 


22 I 


728 


458 



Table AYB. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl719, Run 
165767672 


Tissue Name 


Rel. Exp.(%) 
Agl719, Run 
165767672 


Secondary Thi act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC EFN gamma 


0.0 


Secondary Trl act 


0.0 


HUVEC TOP alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


4.2 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 
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rnniaiy ini rest 


n 7 


Bronchial epithelium 
TNFalpha + ILlbeta 


0 n 

V.KJ 


rnrnary inz rest 


0 0 

\J.\J 


Small airway epithelium 
none 


0 0 


rnrnary in rest 


u.u 


Small airway epithelium 
TNFalpha + IL-lbeta 


u.u 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 

1 > >■ M.,..j 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


U.U 


Astrocytes TNFalpha + 
IL-lbeta 


n fi 

u.u 


Secondary CD8 
lymphocyte act 


U.U 


KU-oli (Basophil) rest 


U.U 


CD4 lymphocyte none 


0.0 


KU-8 12 (Basophil) 
PMA/ionomycin 


0.0 


1- 1 , 1 r 

2ryThl/Th2/Trl anti- 
CD95CH11 


0.0 


CCDl 106 (Keratinocytes) 
none 


00 


LAK cells rest 


0.0 


CCD 11 06 (Keratinocytes) 
TNFalpha + IL-lbeta 


00 


LAK cells IL-2 




0.0 


Liver ciirhosis 


100.0 


LAK cells IL-2+IL- 12 j 0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


00 


LAK cells IL-2+IL- 18 | 


: 0.0 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAECTNF alpha + IL-1 
beta 


0 0 

v.V/ 

rt ■nmmtrmmwmwmiirmm- mw wrm rrni mum 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0 0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


1. 1 i.ll..rTr.i 1 il«68i. .t jftWi. .JBTW. ■aMft.%..M-i — - J....?...— — — .-.-g 

Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL-13 


0.0 


B lymphocytes PWM 


0,0 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L ; 


0.0 


Dermal fibroblast 0,0 
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and IL-4 




CCD 1070 rest 




ThHT 1 r^KoAMP 
HKJl^-i UDt//\iVir 


0 0 


Dermal fibroblast 
CCD1070TNF alpha 


0 0 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 XL- 1 beta 


0.0 


Dendritic cells none 


0.0 


Dermal fibroblast IFN 

gamma 

i.innnfin.iimiwniiTvrrnTiiamsi-!- i?!r;r]:i<^ n«7«i.T<Mi-r.7.fg.T.-M.T—-s- Bf..i«f 


0.0 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


6.1 


Dendritic cells anti- 

CD4U 


0.0 


IBD Colitis 2 


3.5 


Monocytes rest 


U.U 


1x5 LI uronn s 




iviunooyico jux^o 


0 0 


Colon 


GO 


Macrophages rest 


0.0 


Lung 


1.6 


Macrophages LPS 


2.6 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel 4D Summary: Agl719 Significant expression of the GMAC006271_B gene is 
detected in a liver cirrhosis sample (CT = 32,8). This gene encodes a putative GPCR; 
therefore, antibodies or small molecule therapeutics could reduce or inhibit fibrosis that 
occxirs in liver cirrhosis. In addition, antibodies to this putative GPCR could also be used for 
the diagnosis of liver cirrhosis. 



AZ. GMAC023080_A: GPCR 

Expression of gene GMAC023080_A was assessed using tiie primer-probe set 
AgI713, described in Table AZA. Results of the RTQ-PCR runs are shown in Table AZB. 

Table AZA . Probe Name Agl713 



Primers; 


Sequences 


Length 


Start Position 


SEQ 
ID NO: 


Forward 


5 ' -tcattgaccatttcatctgtga-3 ' 




22 


605 


459 


Probe 


TET-5 ' -ccctctgctaaaactctcctgcactga-3 ' 


-TAMRA 


1 27 ; 


633 


460 


Reverse i 


5 * -caaagagtccaaagacgtgagt-3 • 






661 


461 



Table AZB. Panel 4D 




Tissue Name 



Rel. ExD.f%) 



Tissue Name 



Rel. ExD.f%> 



iimini[MlnffiMiniiiHiiiinHiirmMiiirfiiiiiiiiir iHfiiifiiwiiHMWin 
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Agl713, Run 
165768303 

~~ n ~rr * t — " " - - - - ■ - 




Agl713, Run 
165768303 


Secondary Thl act 


3.2 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


3.5 


HUVEC IFN gamma 


0.0 


oeconaary in dLi 


4 6 


HUVEC TNF alpha + IFN 

gamma 


0.0 


Secondary Thl rest 


2.1 


HUVEC TNF alpha + IL4 


0.0 


Secondary Thl rest 


0.0 


HUVECIL-11 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


U.U 

"■"*""«"■»"""■"■■■" "'""«■■" 


Pnmary Th2 act 


0.0 


Microvascular Dermal EC 
none 


A A 
U.U 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


A A 

U.U 


Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 


A A 

0.0 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 

iiTii«a!aiaftiinTo,i«w7. r rtr r«.iaa<iai.w.i«i»t«g-8h.~t;ii.Ti-ii-; 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0.0 


KU-812 (Basophil) 
PMA/ionomycin 


0.0 


2ry Thl/Th2/Trl anti- 
CD95 CHI 1 


u.u 


CCDl 106 (Keratinocytes) 
none 


0 0 

V/.v 


I.. r. iiMMinii ■■■■■■■ .iilTOW NM-i»..i»,awi,i.M,. mm* 

T A "XT' ^rJWi^ 

LAK cells rest 


U.U 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


Vi.U 


LAK cells IL-2 


7.6 


Liver cirrhosis 

..^i.,;.,,,,,,;,,,.,.,. irr;iriif.iiriri.ii.rrcri.i.i «»«».»>M«l>iM«<<«-.irill«m<l«((W(«««W«a 


100.0 

■innimwiinm iiiiim rnn iici iLimim iiim im i um at nm 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 

gamma 


0.0 


NCI-H292 none 


0.0 


LAK cells IL-2+ IL-18 


0.0 

, ' 


NCI-H292 IL-4 


0.0 


LAK cells 


0.0 


NCI-H292 IL-9 


0.0 
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PMA/ionomycin 








NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0,0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


6.5 


HPAEC none 


0.0 


Two Wav MT R 7 dav 


0.0 


HPAEC TNF alpha + IL-1 
beta 


0.0 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 


PRMP PWM 

J_>XVXV_/ X VV iVX 


0 0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 


PBMC PHA-L 


2.6 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


U.U 


i^ung iiDroDiasi li^-i o 


U.U 


B Ijmiphocytes PWM 


f\ A 

U.U 


Lung fibroblast IFN 
gamma 


U.U 


B lymphocytes CD40L 
and IL-4 


U.U 


Dermal fibroblast 
CCD 1070 rest 


U.U 


T'r™™*r"irTT*<l^*nfm'Ttf^'^~''"'" — -maagar 

EOL-1 dbcAMP 


A A 

U.U 


Dermal fibroblast 
CCD 1070 TNF alpha 


U.U 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


0.0 




0 0 


Dermal fibroblast IFN 
gamma 


0.0 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 

" ' 


0.0 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


62.0 


Monocytes rest 


0.0 


IBD Crohn s 


17.6 


Monocytes Lrb 


U.U 


L/Oion 




Macrophages rest 


0.0 


Lung 


7.6 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel 4D Summary: Agl713 Highest expression of the GMAC023080_A gene is seen in liver 
cirrhosis (CT=34,1). Furthermore, no expression in normal liver is seen in Panel L3D, suggesting that 
its expression is unique to Hver cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or 
small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 



Low but significant expression is also seen in a sample derived firom a patient with 
IBD colitis, but not in normal colon. This observation suggests that the protein encoded by 
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this gene may be involved in the inflammatory bowel disease process. Therefore, therapeutic 
modulation of the expression or function of this gene product could potentially be useful in 
treating the symptoms of this disease, 

5 BA, GMAC022891_A: GPCR 

Expression of gene GMAC022891_A was assessed using the primer-probe set 
Agl712, described in Table BAA. Results of the RTQ-PCR runs are shown in Table BAB. 



Table BAA . Probe Name Agl 7 1 2 



; 

Primers: 


Sequences 


Length 


Start Position 


SEQ 
ID NO: 


Forward 


5 ' -attccattgctcttccaactct-3 ' 


22 : 


549 


462 


™™~ ~' — 

Probe : 


TET-5 ' -cctgttccaacacccaacacagtaaga-3 ' -TAMRaI 27 


571 


463 


Reverse 


5 * -ttgctccagaaaggacagtaaa-3 ' 


\ 22 1 


603 


464 



Table BAB. Panel 4D 



' -"■"■■"■■"■-"1 

Tissue Name 


Rel. Exp.(%) 
Agl712, Run 
165330417 


Tissue Name 


Rel. Exp.(%) 
Agl712, Run 
165330417 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


■iirmr>mwi«rr,.ir.iinii.inr.i»rv vmm iii mmmmmimi iin.n.ir»i»ir.i 

Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


11.2 


Primary Thl act 


7.5 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 

none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


...^...ff fn 1 i..,ah„..<rf.jiivir f f Bfi-fw i-wii— nriaaa 

Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 


2.5 
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TNFalpha + IL-lbeta 




CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 

•n,r„u-,T, 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


0 0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0 0 


KU-8 1 2 (Basoohil) rest 


0.0 


\^u^ lympnocyic none 




KU-8 12 (Basophil) 
PMA/ionomycin 


00 


2ry Thl/Th2/Trl anti- 
CD95 CHI 1 


0.0 


CCDl 106 (Keratinocytes) 
none 


0.0 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 


ammman....aa. .mmr.. j..,.r.„8 .n r- - r- "i.a.Ta.aagr-.wgntm-'Mi 

LAK cells IL-2 


0.0 


Liver cirrhosis 


23.3 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


0.0 


LAKcellsIL-2+IL-18 


0.0 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


11.3 


NCI-H292 IL-13 


0.0 


Two Way MLR 3 day 


0,0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC INF alpha + IL-I 

beta 


100.0 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-lbeta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 




T nnrr ■fir\TT\nl5id" TT — 1 
IvUIlg llUIUUla.ol ILTlJ 


0 0 


r> lympnocyxes r wivi 


U.V/ 


Lung fibroblast IFN 
gamma 


00 


B lymphocytes CD40L 
and IL-4 


00 


Dermal fibroblast 

CCD 1070 rest 

-- - -■ - 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 

CCD 1070 TNF alpha 


0.0 


EOL-1 dbcAMP 

PMA/ionomycin 


0.0 


Dennal fibroblast 
CCD 1070 IL-1 beta 


0.0 
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Dendritic cells none 


0.0 


Dermal fibroblast IFN 

gamuld 


0.0 


Dendntic cells LPS 




jjemiai iiDroDidbi 


0 fl 


Dendritic cells anti- 

rn40 


0.0 


IBD Colitis 2 


6.0 




00 


IBD Crohn's 


5.0 


Monocytes LPS 


0.0 


Colon 


0.0 


Macrophages rest 


0.0 


Lung 


4.5 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel 4D Summary: Agl712 The GMAC022891_A gene is expressed only in pulmonary 
artery endothelial cells treated with the inflammatory cytokines TNF-a and IL-l. Therefore, 
expression of this gene could be used to distinguish these cells from the other samples on this 
panel. This gene encodes a putative GPCR and it is known that GPCR-type receptors are 
important in multiple physiological responses mediated by endothelial cells and, in particular, 
in chemotaxis (references 1 and 2). Therefore, small molecule therapeutics or antibody 
therapeutics designed against the GPCR encoded for by this gene could be utilized in the 
migration of leukocytes to the lung tissues and to prevent inflammatory lung diseases such 
asthma, emphysema or bronchitis. 

References: 

1- Takada Y, Kato C, Kondo S, Korenaga R, Ando J. Cloning of cDNAs encoding G protein- 
coupled receptor expressed in human endothelial cells exposed to fluid shear stress. Biochem 
Biophys Res Commun 1997 Nov 26;240(3);737-41 

A cDNA library of human umbilical vein endothelial cells exposed to fluid shear stress was 
constructed to search for functional endothelial genes expressed under flow conditions, and 
cDNAs encoding members of the G protein-coupled receptor (GPCR) family were cloned by 
a polymerase chain reaction (PCR) method using degenerate oligonucleotide primers. One of 
the two GPCR clones obtained was edg-1, and the other clone is a novel gene named FEG-1 
that encodes a 375-amino acid protein similar to the receptors for both angiotensin II and 
chemokines. Reverse transcriptase-PCR showed that the FEG-1 and edg-1 mRNA levels in 
endothelial cells increased markedly in response to fluid flow. This suggests that FEG-1 and 
edg-1 may be receptor genes that play important roles in the regulation of endothelial 

function under physiological blood flow conditions 
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2- Lee MJ, Thangada S, Paik JH, Sapkota GP, Ancellin N, Chae SS, Wu M, Morales-Ruiz M, 
Sessa WC, Alessi DR, Hla T. Akt-mediated phosphorylation of the G protein-coupled 
receptor EDG-1 is required for endothelial cell chemotaxis. Mol Cell 2001 Sep;8(3):693-704 

The role of the protein kinase Akt in cell migration is incompletely understood. Here we 
show that sphingosine-1 -phosphate (SlP)-induced endothelial cell migration requires the 
Akt-mediated phosphorylation of the G protein-coupled receptor (GPCR) EDG-1. Activated 
Akt binds to EDG-1 and phosphorylates the third intracellular loop at the T(236) residue. 
Transactivation of EDG-1 by Akt is not required for G(i)-dependent signaling but is 
indispensable for Rac activation, cortical actin assembly, and chemotaxis. Indeed, 
T236AEDG-1 mutant sequestered Akt and acted as a dominant-negative GPCR to inhibit 
S IP-induced Rac activation, chemotaxis, and angiogenesis. Transactivation of GPCRs by Akt 
may constitute a specificity switch to integrate rapid G protein-dependent signals into long- 
term cellular phenomena such as cell migration. 



BB. GMAC022289_B: GPCR 

Expression of gene GMAC022289_B was assessed using the primer-probe set 
Agl710, described in Table DBA. Results of the RTQ-PCR runs are shown in Tables BBB, 
BBC and BBD. 



Table BBA . Probe Name Agl710 



Primers 


Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward 


5 * -ttgggcttctcagaatttcc-3 • 


20 


68 


465 


Probe 


TET-5 ' -cctgttcctggtcttcctgaccatct-3 ' -TAMRA| 


26 


103 


466 


Reverse 


5 ' ~ttccccatcacagtgattgt-3 * 


20 1 

. . ; 


131 


467 



Table BBB. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) 
Agl710, Run 
165925624 


Tissue Name 


Rel. Exp.(%) 
Agl710, Run 
165925624 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAPAN 

2 


0.0 


Renal ca. A498 


0.0 



541 



Adrenal sland 


0.0 


Renal ca. RXF 393 


0.0 


ThvToid 


0.0 


Renal ca. ACHN 

irmmniri.nir«ii:...nrini,»iTtn >i*».jiinmaiinnn<innni«nnnw.rii..ii>irMtf 


0.0 


Salivary gland 


0.0 


Renal ca. UO-31 


0.0 


r ituitary glana i 






0 0 


Brain (letal) 


u.u 


Liver 


0 0 

\J.\J 


Brain (whole) 




jLiver ^leiai ) 


0 n 

u.u 


Brain (amygdala) 


0.0 


Liver ca. 

^nepaioDiasi^ nepoz 


0.0 


Brain (cerebellum) 


0.0 1 


Lung 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 
LX-1 


0.0 


Brain Tthalamus) 


0.0 


Lung ca. (small cell) 
NCI-H69 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 
SHP-77 


0.0 


Soinal cord 


0.0 


Lung ca. (large 
cell)NCI-H460 


0.0 


dio/astro U87-MG 


0.0 


Lung ca. (non-sm. 
cell) A549 


0.0 


dio/astro U- 1 1 8-MG 


0.0 


Lung ca. (non-s.cell) 
NCI-H23 


0.0 


;i ^Irnc vtom a S W 1783 


00 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


neuro*' met SK-N-AS 


00 


Lung ca. (non-s.cl) 

NCI-H522 


0.0 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW 900 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 


glioma SNB-19 


0.0 


Mammary gland 


0.0 


ffHoma T 1251 


00 


Breast ca,* (pl.ef) 
MCF-7 


0.0 


glioma SF-295 


0.0 


Breast ca.* (pl.ef) 

JVLUA-MB-ZJ 1 


0.0 


Heart (fetal) 


0.0 


rireast ca.'^ y)i.ei) 
T47D 


0.0 


Heart 


A A 

u.u 


Breast ca. h> i o4y 


u.u 


oKeieial mUbLlc ^icLal^ 


0.0 


Breast ca. MDA-N 


0 0 


Skeletal muscle 


0.0 


Ovary 


0.0 


Bone marrow 


0.0 


Ovarian ca. 
OVCAR-3 


0.0 


Thymus 


0.0 Ovarian ca. 


0.0 
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OVCAR-4 




„ _ iilniiiiirii 1 in ' 


100.0 


Ovarian ca. 

OVCAR-5 


0.0 




00 


Ovarian ca. 
OVCAR-8 


0.0 


Colorectal 


0.0 


Ovarian ca. IGROV- 

1 

1 


0.0 


Stomach 


0.0 


Ovarian ca.* 
(ascites) bK-UV-i 


12.0 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


18.9 


Plancenta 


0.0 


Colon ca.* 
SW620(SW480 met) 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 

_ — , -r^ ~- f.vxr.t%v — ""f f 


0.0 


Colon ca. HCT-116 


0.0 


Testis 


2.4 




0 0 


Melanoma 

Hs688(A).T 


0.0 


Colon ca. 

tissue(OD03866) 


0 0 


Melanoma* (met) 
Hs688(B).T 


0.0 




0 0 


Melanoma UACC- 
62 


0.0 


Gastric ca.* (liver met) \ 
NCI-N87 


0 0 


Melanoma M 14 


0.0 


Bladder 


0.0 


Melanoma LOX 
IMVI 

' ■ ■ ■ ■ • — - ' " ^] 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 


Table BBC. Panel 2.2 


Tissue Name 


ReL £xp.(%) 
Agl710, Run 
173761451 


Tissue Name 


Rel. £xp.(%) 
Agl710, Run 
173761451 


Normal Colon 


0.0 


ECidney Margin 
^0004348) 


0.0 


Colon cancer 
(OD06064) 


0.0 ' 


Kidney malignant 
cancer (OD06204B) 


0.0 

If illi.iiiiWI>i)Wi.it iJH 1 «Ci .11 ■«■!■.. ■ ■' 


Colon Margin 
(OD06064) 


0.0 • 

;1 


Kidney normal adjacent 
tissue (OD06204E) 


0.0 


Colon cancer 
(OD06159) 


0.0 


tCidney Cancer 
[OD04450-01) 


0.0 


Colon Margin 


0.0 : 


ECidney Margin 0.0 



543 



(OD06159) 




(OD04450-03) 




Colon cancer 
(OD06297-04) 


0.0 

— ■■■■•'"<■■■■"■"»■■"' ■ " 


Kidney Cancer 
8120613 


0.0 


Colon Margin 
(OD06297-015) 


0.0 


Kidney Margin 
8120614 


0.0 

-Ci— — a 1 1.1 ii..i..im.f....'!.. ..i.n, .r. r!f...ar.?;i...aaaf., 


CC Gr.2 ascend colon 
(OD03921) 


0.0 


Kidney Cancer 
9010320 


0.0 


CC Margin (OD03921) 


0.0 


Kidney Margin 
9010321 


0.0 


Colon cancer metastasis 
(OD06104) 


0.0 


Kidney Cancer 
8120607 


0.0 


Lung Margin 
(01)06104) 


0.0 


Kidney Margin 
8120608 


0.0 


Colon mets to lung 
(OD04451-01) 


0.0 


Normal Uterus 


0.0 


Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 06401 1 


0.0 


Normal Prostate ^ 


0.0 


Normal Thyroid 


0.0 


Prostate dancer 

(OD04410) 


0.0 


Thyroid Cancer 064010 


0.0 


Prostate Margin 
(OD04410) 


0.0 


Thyroid Cancer 
A302152 


0.0 


Normal Ovary 


0.0 


ThjToid Margin 

A302153 


0.0 


Ovarian cancer 
(OD06283-03) 


0.0 


Normal Breast 


0.0 


Ovarian Margin 
(OD06283-07) 


0.0 


Breast Cancer 
(OD04566) 


13.3 


Ovarian Cancer 064008 


100.0 


Breast Cancer 1024 


0.0 


Ovarian cancer 
fOD06145) 


0.0 


Breast Cancer 
(OD04590-01) 


0.0 


Ovarian Margin 
(OD06145) 


16.7 


Breast Cancer Mets 
(OD04590-03) 


0.0 


Ovarian cancer 
(OD06455-03) 


0.0 


Breast Cancer 
Metastasis (OD04655- 
05) 


0.0 


Ovarian Margin 

(OD06455-07) 


0.0 


Breast Cancer 064006 


0.0 


Normal Lung 


0.0 


Breast Cancer 9100266 


0.0 


Invasive poor diff. lung \ 
adeno(ODO4945-01 

= . ; 


0.0 


Breast Margin 9100265 


0.0 


Lung Margin 
(ODO4945-03) 


0.0 


Breast Cancer A209073 


0.0 


Lung Malignant Cancer 


0.0 


Breast Margin 


0.0 
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(OD03126) 




A2090734 




Lung Margin 
(OD03126) 


0.0 


Breast cancer 
(OD06083) 


u.u 


Lung Cancer 
(OD05014A) 


0.0 


Breast cancer node 
metastasis (OD06083) 


0.0 


Lung Margin 
(OD05014B) 


0.0 


Normal Liver 


0.0 


Lung cancer (OD06081)i 


0.0 


Liver Cancer 1026 


0.0 


Luns Mar&in 
(OD06081) 


0.0 


Liver Cancer 1025 


0.0 


Lims Cancer 
(OD04237-01) 


0.0 


Liver Cancer o004-T 


u.u 


Lunc Marcin 
(OD04237-02) 


0.0 


Liver Tissue 6004-N 


A A 

0.0 


Ocular Melanoma 
Metastasis 


0.0 


Liver Cancer 6005-T 


14.0 


Ocular Melanoma 
Margin (Liver) 


0.0 


Liver Tissue 6005-N 


0 0 


Melanoma Metastasis 


0.0 [Liver Cancer 064003 


0.0 


Melanoma Margin 
(Lung) 


0.0 


Normal Bladder 


0.0 


Normal Kidney 


0.0 


iBladder Cancer 1023 


12.5 


Kidnev Ca. Nuclear 
grade 2 (OD04338) 


0.0 


Bladder Cancer 
A302173 


A A 

0.0 


(OD04338) 


0.0 


Normal Stomach 


0.0 


TTiHnpv f^fl Nuclear 

grade V2 (OD04339) 


0.0 


Gastric Cancer 

9060397 


0.0 


ICidnev Margin 
(OD04339) 


0.0 


Stomach Margin 
9060396 


14.3 


Kidnev Ca Clear cell 
type (OD04340) 


0.0 


Gastric Cancer 
9060395 


41.5 


Kidney Margin 
(OD04340) 


0.0 


Stomach Margin 
9060394 


0.0 

;idMil.tltaMy!«WM«K'i.W...«< »,MM/, .TMr«l(1f4iWt..r„ll...l.,.i.l.ilii<,ll.i 


Kidney Ca, Nuclear 
grade 3 (OD04348) 


0.0 


Gastric Cancer 064005 


0.0 


Table BBD. Panel 4D 


Tissue Name 


ReL Exp.(%) 
Agl710, Run 
165814099 


Tissue Name 


Rel. Exp.(%) 
Agl710, Run 
165814099 


Secondary Thl act 


0.0 I 


RJVEC XL- 1 beta 


0.0 


Secondary Th2 act 


0.0 I 


RJVEC EFN gamma 


0.0 
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oCLUIlUaljr lii avi 


0.0 


HUVEC TNF alpha + IFN 

gamma 


0.0 


Secondary Thl rest 


7.^..^,,, ..ja.ffl.rt -fr ■- — r ■■ ■''•■■ff - 

0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVECIL-11 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0 0 
u.u 


Primary Thl act 


7-7 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


J.U 


Primary Th2 act 


u.o 


Microvascular Dermal EC 
none 


0 0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0 0 
u.u 


Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


u.u 


Primary Th2 rest 


0.0 


Small airway epithelium 

none 


u.u 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0 0 
u.u 


CD45RA CD4 
lymphocyte act 


0.0 


Coroneiy artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CD8 lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


u.u 


Secondary CDS 
lymphocyte act 


0.0 


KU-0I2 (Basopnil; rest 


n ft 

u.u 


CD4 lymphocyte none 


0.0 


KU-812 (Basophil) 
PMA/ionomycin 


n ft 

u.u 


2ryThl/Th2/Trl_anti- 
CD95 CHll 


u.u 


CCDl 106 (Keratinocytes) 
none 


0.0 

^, f-^^ ir T ff fi TT riffi nfirimr * 


LAK cells rest 


u.u 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 

r T III II- " a.BMV TfVtl.T -iT - fif ».,.«.i<IHCWIM< 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 


i.ji«j..a;.....i 1 — : ;,.f,,rf <...m.„ r' Y^i.ii.a.n .„%., 

LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 

gamma 


0 0 
u.u 


Nri-H292 none 


0.0 


LAK cells IL-2+ IL-18 


0.0 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


0.0 


HFAEC none 


0.0 
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Two Wav MLR 7 day 


0.0 


""' 1 

HPAEC TNF alpha + IL-1 ^ 
beta 


0.0 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


U.v 


T ii"tt4Tr *rt rM"rt rtl Q ci" TT —1 X 

juung iioruuiaol iju-i-/ 


0 0 


B iympnocytes r WM 




Lung fibroblast IFN 
gamma 


0 0 


B lymphocytes CD40L 
and IL-4 




Dermal fibroblast 
CCD1070rest 


0 0 


EOL-1 ODcAMF 


U.U 


Dermal fibroblast 
CCD1070 TNF alpha 


0 0 


EOL-l dbcAMP 


0.0 


Dermal fibroblast 


0.0 


PMA/ionomycin 


CCD1070 IL-1 beta 


T^pnHrttip none 


00 


Dermal fibroblast IFN 
gamma 


0.0 


ii.i. r.'. .waim».Mr,.r..!s-.T.T.m^-i..ry-r^^^ 

Dendritic cells LPS 


-rrrr- 

0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


0.0 


ffiD Colitis 2 

(ffii»iminnnfitTTMjji.Mi,'jiiLTOT^M rii rriwi-iiiiiiiiiiiiiiini irriiiiifiyyiyfiii iimrrwiriTiiiwiii 


15.3 


Monocytes rest 


0.0 


IBD Crohn s 


Z.J 


jYionocyTes j^r o 


ft 0 


Pnlnn 


84 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel 13D Summary: Agl710 Expression of the GMAC022289__B gene is restricted to the 
spleen, an important site of secondary inmiune responses (CT = 33.8). Therefore, expression 
of this gene can be used to distinguish spleen fi^om the other samples on this panel. 
Furthermore, antibodies or small molecule therapeutics that block the function of this GPCR 
may be useful as anti-inflammatory therapeutics for the treatment of allergies, autoimmune 
diseases, and inflammatory diseases. 

Panel 2.2 Summary: Agl710 Significant expression of the GMAC022289_B gene is seen 
exclusively in an ovarian cancer sample (CT = 34.2). Therefore, expression of this gene may 
be used to distinguish ovarian cancers from the other samples on this panel. Furthermore, 
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therapeutic modulation of the activity of the GPCR encoded by this gene may be beneficial in 
the treatment of ovarian cancer. 

Panel 4D Summary: Agl710 Highest expression of the GMAC022289_B gene is seen in liver 
cirrhosis (CT = 34.4) with lower expression in the colon. Furthermore, no expression in normal liver 
is seen in Panels 1.3D and 2.2, suggesting that its expression is unique to liver cirrhosis. This gene 
encodes a putative GPCR; therefore, antibodies or small molecule therapeutics could reduce or inhibit 
fibrosis that occurs in liver cirrhosis. In addition, antibodies to this putative GPCR could also be used 
for the diagnosis of liver cirrhosis. 



BC GMAC022289_A: GPCR 

Expression of gene GMAC022289_A was assessed using the primer-probe set 
Agl 709, described in Table BCA. Results of the RTQ-PCR runs are shown in Tables BCB 
and BCC. 



Table BCA . Probe Name Agl 709 



Primers 


Sequences 

... „„ 


Length Start Position 


SEQID 
NO: 


Forward 


5 ' -gctattctttcttgccaccttt-3 ' 


22 1 


599 \ 


1 468 

Yun.t.t.t.-m.m.ti^.xxxma'. 


; ■»■/. ..J K i,\ 

Probe 


TET-5 ' -tcagcacactactcatcgttctcaca-3 ' -TAMRA 


26 i 


628 i 


1 469 


Reverse ; 


5 ' -tggttacaacaatgaacgcata-3 * 


22 : 


657 


1470 



Table BCB . General_screeningj)anel_vl.5 



Tissue Name 


Rel. Exp.(%) Agl709, 
Run 228980730 


Tissue Name 


Rel. Exp.(%) Agl709, 
Run 228980730 


Adipose 


70.2 


Renal ca.TK- 10 


1-2 


Melanoma* 

Hs688(A).T 


0.8 


Bladder 


2.6 


Melanoma* 

Hs688(B).T 


1.0 


Gastric ca, (liver met.) 
NCI-N87 


1.2 


Melanoma* Ml 4 


0.9 


Gastric ca. KATO III 


1.9 


Melanoma* 
LOXIMVI 


0.5 


Colon ca. SW-948 


2.0 


Melanoma* SK- 
MEL-5 


0.1 

t • - > • . J., ivir r • r T, rf. . r. „ ■ 


Colon ca. SW480 


1.9 


■ sutttn .Mil •! t...,\ V. .^ < ..lilt ..lITi 

Squamous cell 


0.7 


Colon ca.* (SW480 1.9 
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carcinoma SCC-4 


■ 


met) SW620 






Testis Pool 


3.3 


Colon ca. HT29 


0.9 




Prostate ca.* (bone 
met) PC-3 


15.1 


Colon ca.HCT-1 16 


0.8 




Prostate Pool 


1.6 


Colon ca. CaCo-2 


1.0 




Placenta 


2.2 


Colon cancer tissue 


0.9 




Uterus Pool 


0.9 


Colon ca.SWl 116 


0.7 




Ovarian ca. 
OVCAR-3 


Z.U 


C'Oion ca. i^oio-zuj 


1 1 




Ovarian ca. SK-OV- 

3 




L/Oion ca. o w -^o 


1 n 




Ovarian ca. 
OVCAR-4 


1 9 


v-zOion Jrooi 


o.u 




Ovarian ca. 
OVCAR-5 


1 n 
1./ 


omaii iniesnne r ooi 






Ovarian ca. IGROV- 
1 


4 2 


Stomach Pool 


100.0 




Ovarian ca. 
OVCAR-8 


1 4 


Bone Marrow Pool 


2.2 




""""•—■«■- ' 

Ovary 


..-.-...-.t 

1.9 


Fetal Heart 


1.0 




Breast ca. MCF-7 


2.0 


Heart Pool 


2.0 




Breast ca. MDA- 
MB-231 


2.8 


Lymph Node Pool 


0.7 




Breast ca. BT 549 i 


2.1 


Fetal Skeletal Muscle 


1.7 




Breast ca, T47D 


1.4 


Skeletal Muscle Pool 


0.7 


• ^rj; 


Breast ca. MDA-N 


0.6 


Spleen Pool 


1.0 




Breast Pool 


1.6 


Thymus Pool 


1.5 


F::s£;; 


Trachea 


1.2 


CNS cancer (glio/astro) 
U87-MG 


Z.U 




Lung 


0.9 


CNS cancer (glio/astro) 
U-118-MG 






Fetal Lung 


1.3 


CNS cancer 
(neuro;met) SK-N-AS 


U.o 




Lung ca. NCI~N417 


1 A 

1.0 


CNS cancer (astro) SF- 
539 


Z.J 




T T "VT" 1 

Lung ca. LX-1 


3.8 


CNS cancer (astro) 
SNB-75 


1 "7 

1./ 




Luneca. NCI-H146 


0.5 


CNS cancer (glio) 
SNB-19 


1.1 




Lung ca. SHP-77 


0.5 


CNS cancer (glio) SF- 
295 


1.1 




Lung ca. A549 


0.5 


Brain (Amygdala) Pool 


1.7 




Lung ca. NCI-H526 


1.1 


Brain (cerebellum) 


1.8 
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Lung ca. NCI-H23 


1.9 


Brain (fetal) 


2.1 


Lung ca. JNLl-rl4c)U 




Brain (Hippocampus) 
Pool 


1.4 


Lung ca. HOP-62 


3.2 


Cerebral Cortex Pool 2. 1 


Lunsca NCI-H522 


4.1 


Brain (Substantia nigra) 
Pool 


1.8 


Liver 


1.1 


Brain (Thalamus) Pool 


2.7 


Fetal Liver 


1.9 


Brain (whole) 


1.7 


Liver ca. HepG2 


0.6 


Spinal Cord Pool 


2.5 


Kidney Pool 


1.1 


Adrenal Gland 


1.7 


Fetal Kidney 


3.5 


Pituitary gland Pool 


2.8 


Renal ca. 786-0 


0.5 


Salivary Gland 


2.9 


Renal ca. A498 


1.9 


Thyroid (female) 


2.2 


Renal ca. ACHN 


25.7 


Pancreatic ca. 
CAPAN2 


1.4 


Renal ca.UO-31 


4.8 


Pancreas Pool 


1.4 


Table BCC. Panel 4D 


Tissue Name 


Rel. Exp.(%) 
Agl709, Run 
165768294 


Tissue Name 


Rel. Exp.(%) 
Agl709, Run 
165768294 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


3.7 


Secondaty Th2 act 


4.3 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


9.7 


HUVEC TNF alpha + IFN 
gamma 


3.3 


if-r^'iv«fv«-nam«Q»^ 

Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL- 11 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


3.6 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 


18.8 


Primary Trl rest 


1.9 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 


1 0.0 


Coronery artery SMC rest 


0.0 
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lymphocyte act 








CD45RO CD4 
lymphocyte act 


10.7 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0,0 


CDS lymphocyte act 6.9 


Astrocytes rest 


0.0 


Secondary CD8 

lympnowyic icbi 


13.6 


Astrocytes TNFalpha + 
IL-lbeta 


0 0 


occoncid.ry k^uo 
lymphocyte act 


0.0 


KU -o 1 2 (jDasopnii j rest 




CD4 lymphocyte none 


11.1 


KU-812 (Basophil) 
PMA/ionomycin 


J.I 


2ry Thl/Th2/Trl_anti- 
CD95 CHI 1 


0.0 


CCD 1 106 (Keratinocytes) 
none 


00 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


00 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.0 


1 — ^-^ — 1 — • — 

LAK cells IL-2+IFN 
gamma 


0.0 


>jrT-H9Q7 none 

L „.,,.,„„„„..„„.-...|. r,..-. — ■ /.■i.'srs^ 


00 


LAKcellsIL-2+IL-18 


nirnimrT*iffHmtiB.niirrr-i — mmrinminiaaMaaQtaiei 

0.0 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 


8.9 


NCI-H292 IL-9 

i ^,,n«ny—.«w— 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


6.4 


Two Way MLR 3 day 


8.7 


NCI-H292 IFN gamma 


4.5 


Two Wav MLR 5 dav 


5.7 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha + IL-1 
beta 


00 


PBMC rest 


9.7 


Lung fibroblast none 


8.2 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0 0 


' ' ■■..■■■...«^.» 

rrJMC rJlA-Lr 


7 ^ 


Lung fibroblast IL-4 


6.1 


Ramos (B cell) none 


3.6 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast lL-13 


A A 


B lymphocytes PWM 


3.7 


Lung fibroblast IFN 
gamma 


A A 


M<i,rr»>inriliiMiiiM>-rr ftiiiir,iiTniinfnrr»«f.,«««<«<«.(ir:cii-..ti»<fiOTf»M»««r..mfMrx 

B lymphocytes CD40L 
and IL-4 


0.0 


Dermal fibroblast 
CCD 1070 rest 


A A 
U.U 


EOL-l dbcAMP 


0.0 


Dermal fibroblast 
CCD1070 TNF alpha 


184 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


10.0 


Dendritic cells none 


5.9 


Dermal fibroblast IFN 
gamma 


0.0 
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Dendritic cells LPS 


3.7 




Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


58.6 


Monocytes rest 


„..,r 

0.0 


IBD Crohn s 




Monocytes Lrt> 




Colon 


11.2 


Macrophages rest 


0.0 


Lung 


7.0 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 





General_screemngj)anel_vl.5 Summary: Agl709 Expression of the GMAC022289_A 
gene is highest in a sample derived from normal stomach (CT = 27.5). In addition, there is 
substantial expression of this gene in samples derived from normal colon tissue and adipose 
tissue, as well as a renal cell cancer cell line (ACHN). In the majority of other samples, 
expression was much lower. Thus, the expression of this gene could be used to distinguish 
the above listed samples from the other samples in this panel. Furthermore, the high 
expression detected in adipose may suggest that this gene plays an important role in 
metabolic diseases, including diabetes and obesity. 

This gene represents a novel G-protein coupled receptor (GPCR) and also shows low levels 
of expression in the brain, including in the amygdala, cerebellum, hippocampus, cerebral 
cortex, substantia nigra, and thalamus. The GPCR family of receptors contains a large 
number of neurotransmitter receptors, including the dopamine, serotonin, a and p-adrenergic, 
acetylcholine, muscarinic, histamine, peptide, and metabotropic glutamate receptors. GPCRs 
are excellent drug targets in various neurologic and psychiatric diseases. All antipsychotics 
have been shown to act at the dopamine D2 receptor, similarly novel antipsychotics also act 
at the serotonergic receptor, and often the muscarinic and adrenergic receptors as well. While 
the majority of antidepressants can be classified as selective serotonin reuptake inhibitors, 
blockade of the 5-HTlA and a2 adrenergic receptors increases the effects of these drugs. The 
GPCRs are also of use as drug targets in the treatment of stroke. Blockade of the glutamate 
receptors may decrease the neuronal death resulting from excitotoxicity; further more the 
purinergic receptors have also been implicated as drug targets in the treatment of cerebral 
ischemia. The p-adrenergic receptors have been implicated in the treatment of ADHD with 
Ritalin, while the a-adrenergic receptors have been implicated in memory. Therefore, this 
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gene may be of use as a small molecule target for the treatment of any of the described 
diseases. 
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'depressant' effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated depressant' 
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Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
10 ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
we assessed whether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0.01 
mg/kg either i.p. or i.v.) administered to normotensive rats 10 min after ischaemia markedly 
reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0.05). Similar 
15 effects were observed when SCH 58261 (0.01 mg/kg, i.p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially useful biological target for the reduction of brain injury. 

Panel 4D Summary: Agl709 Expression of the GMAC022289_A gene is restricted to liver 
20 cirrhosis and IBD Colitis (CTs = 33-34). The fiinction of the putative GPCR encoded by this 
gene may thus be important in the disease processes in both inflammatory bowel disease and 
in liver cirrhosis. Therefore, blocking antibodies or small molecule antagonists targeted to 
this GPCR may be usefiil as therapeutics in colitis and in cirrhosis. 

25 BD. GMAC009594_C and CG50297_^01: GPCR 

Expression of gene GMAC009594_C and variant CG50297_01 was assessed using 
the primer-probe sets Agl851, Ag2544 and Agl706, described in Tables BDA, BDB and 
BDC. Results of the RTQ-PCR runs are shown in Tables BDD, BDE, BDF and BDG. 

Table BDA . Probe Name Agl 85 1 
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Primers 


Sequences 


Length 


Start Positionl 


SLQ ID 

NO: 


Forward 


^ - r - -ir---^-mf»"r-~* — " n-n-.-. ,f,....m. 

5 ' -ttaattgtgctgagggaagaaa-3 ' 


i 22 ^ 


688 


471 


l!lHl|t|ir-lMlll1IIKl«(llfWWJ^ 

Probe 


TET-5 ' -cttctctacctgttcagcgcactcga-3 ' -TAMRA 


1 26 


716 


472 


Reverse 


5 ' -aagggctgaaccgtagaataag-3 ' 


22 


752 


473 



Table BDB. Probe Name Ag2544 



Primers 


Sequences 


Length 


^ 

Start Position 


SEQID 
NO: 


Forward 


5 ' -ttattctacggttcagcccttt-3 ' 


1 22 


753 


474 


Probe 


TET-5 • -tgtacatgaaacccaagtcaaagaaca-3 ' -TAMRA! 


1 27 


778 


475 


Reverse 


5 ' -cactccataagacagcccaata-3 ' 


1 22 : 


824 


476 



Table BDC. Probe Name Agl706 



Primers 


Sequences 


Length 


Start Position 


SEQID 
NO: 


_ 

Forward 


5 ' -ttaattgtgctgagggaagaaa-3 ' 


22 I 


688 


477 


Probe 


TET-5 » -cttctctacctgttcagcgcactcga-3 • -TAMRA- 


26 


716 


478 


Reverse 


5 ' -aagggctgaaccgtagaataag-3 ' 


1 22 : 


752 


479 



Table BDD . CNS_neurodegeneration_vLO 



Tissue Name 


Rel. Exp.(%) 
Agl851, Run 
207926307 \ 


Rel. Exp.(%) 
Ag2544, Run 
206974241 


Tissue 
Name 


ReL Exp.(%) 
Agl851, Run 
207926307 


Rel. Exp.(%) 
Ag2544, Run 
206974241 


mil mil 1 

AD 1 Hippo 


14.1 


16.3 


Control 
(Path) 3 
Temporal 
Ctx 


2.1 


14.0 


AD 2 Hippo 


57.4 


35.6 


Control 
(Path) 4 
Temporal 
Ctx 


55.9 


34.2 


AD 3 Hippo 


12.3 


9.9 


ADl 

Occipital 

Ctx 


24.3 


13.0 


AD 4 Hippo 


8.6 


18.9 


AD 2 

Occipital 

Ctx 

(Missing) 


0.0 


0.0 


AD 5 hippo 


56.6 


28.1 


AD 3 
Occipital 

Ctx 


7.6 


10.0 
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AD 6 Hippo 


54.3 


87.7 


AD 4 

Occipital 

Ctx 


45.1 


33.2 


Control 2 
Hippo 


16.8 


33.4 


AD 5 

Occipital 

Ctx 


8.5 


8.1 


Control 4 
Hippo 


21.2 


20.4 


AD 6 

Occipital 

Ctx 


34.2 


9.7 


Control (Path) 
3 Hippo 


11.1 


7.0 


Control 1 
Occipital 
Ctx 


8.4 


0.0 


AD 1 Temporal 
Ctx 


36.3 


31.9 


Control 2 

Occipital 
Ctx 


26.1 


24.7 


AD 2 Temporal 
Ctx 


57.4 


38.4 


Control 3 
Occipital 
Ctx 


21.2 


35.4 


AD 3 Temporal 

Ctx 


1 v/.o 


9 2 


Control 4 

Orcitiital 

Ctx 


2.7 


12.9 


AD 4 Temporal 


24.8 


26.8 


Control 
(Path) 1 

V/ 1. L/ ll>u 1. 

Ctx 


73.7 


77.4 


AD 5 Inf 

1 emporai v^ix 


100.0 


76.3 


Control 
(Path) 2 

Orrinital 

Ctx 


26.1 


17.8 


AD 5 

SupTemporal 
Ctx 


62.0 


54.3 


Control 
(Path) 3 

Ctx 


5.4 


3.2 


AD 6 Inf 

TemDoral Ctx 


33.9 


57.0 


Control 

(Path) 4 

Occipital 

Ctx 


35.1 


7.6 


AD 6 Sup 
Temporal Ctx 


47.3 


69.7 


Control 1 
Parietal Ctx 


o./ 




Control 1 
Temporal Ctx 


15.8 


8.5 


Control 2 
Parietal Ctx 


42.9 


66.0 


' ' ""«""-"""'"*^ 

Control 2 

Temporal Ctx 


12.7 


25.2 


Control 3 
Parietal Ctx 


49.0 


16.3 


Control 3 
Temporal Ctx 


49.7 


36.9 


Control 
(Path) 1 
Parietal Ctx 


51.8 


59.9 
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Control 4 
Temporal Ctx 


17.3 


16.2 

rriiTiiiT .B n - .. 


Control 
(Path) 2 
Parietal Ctx 


55.5 


37.1 


Control (Path) 
1 Temporal Ctx 


87.1 

■ 


74.2 


Control 
(Path) 3 
Parietal Ctx 

^ , 


2.6 


8.8 


Control (Path) 
2 Temporal Ctx 


83.5 


100.0 


Control 
(Path) 4 
Parietal Ctx 


69.3 


56.6 



TableBDE. Panel 1. 3D 



Tissue Name 


Rel. Exp.(%) 
Agl706, Run 


Rel. Exp.(%) 
Agl851, Run 


Tissue Name 


Rel. Exp.(%) 
Agl7Uo, Run 
16S532719 


Rel. Exp.(%) 
Aglodlj Kun 
165974829 


Liver 

adenocarcinoma 


0.0 


0.0 


Kidney (fetal) 


14.3 


0.0 


Pancreas 


0.0 


0.0 


Renal ca. 786- 


14.1 


11.2 


Pancreatic ca. 

A A XT ^ 

CAPAN 2 


0.0 


6.8 


Renal ca. 


33.9 


17.0 


Adrenal gland 


0.0 


0.0 


Renal ca. RXF 
393 


0.0 


0.0 


Thyroid 


1 iimrM 1 iiiiiinii innTTni it t-it inrT 

12.5 


7.2 


Renal ca. 
ACHN 


7.0 


8.8 


^alivarv <yland 


25 2 


0.0 


Renal ca. UO- 
31 


0.0 


15.0 


Pituitary gland 


46.0 


63.7 


Renal ca. TK- 

1 A 


0.0 


0.0 


Brain (fetal) 


25.5 


22.2 


Liver 


15.5 


8.3 


Brain (whole) 


100.0 


43.2 


Liver (fetal) 


6.7 


0.0 


Brain (amygdala) 


40.1 


34.4 


Liver ca. 

(hepatoblast) 

HepG2 


0.0 


7.5 


Brain (cerebellum) 


0.0 


31.9 


Lung 


0.0 


0.0 


Brain 

(hippocampus) 


28.5 


100.0 


Lung (fetal) 


6.7 


33.7 


Brain (substantia 
nigra) 


21.8 


0.0 


Lung ca. 
(small cell) 
LX-1 


0.0 


0.0 


Brain (thalamus) 


20.9 


5.6 


Lung ca. 
(small cell) 
NCI-H69 


0.0 


0.0 


Cerebral Cortex 


6.5 


13.8 


Lung ca. 
(s.cell var.) 


13.2 


7.9 



558 







|SHP-77 


1 

\ 




Spinal cord 


21.5 


30.1 

■,^a B.ni f i T\. i>" ri 


Lung ca. 
(large 

H460 


0.0 


0.0 


glio/astro U87-MG! 


18.0 


7.7 


sm. cell) A549 


0.0 


0.0 


glio/astro U- 118- 
MG 

' 


6.9 


n n 


Lung ca, (non- 
H23 


9.5 


0.0 


astrocytoma 
SW1783 


20.6 


7.2 


Lung ca. (non- 
s.ceiij nwx 


7.4 


0,0 


neuro*; met SK-N- 
AS 


0.0 


0.0 


Lung ca. (non- 
s.cl) NCI- 


9.9 


0.0 


astrocytoma SF- 
539 


17.1 


O 0 

o.o 


Lung ca. 
(squam.j ow 
900 


0.0 


6.1 


astrocytoma SNB- 
75 


i.<.nnMw.w««.Tnr«i ■ffifi>mini«M».i...*.w<.«»m 

0.0 


0.0 


Lung ca. 
(squam.) NCI- 
H596 


8.0 


0.0 


glioma SNB- 19 


9.3 


0.0 


Mammary 

gland 


0.0 


0.0 


glioma U251 


12.8 


4.5 

1 II 1 1 HT-r-mmrl 


Breast ca. 
(pl.ef) MCF-7 


0.0 


0.0 


■nil i-i riin-inrn- Tf— f — 

glioma SF-295 


5.2 


0.0 


Breast ca. 
(pl.ef) MDA- 
MB-23 1 


0.0 


8.1 


Heart (fetal) 


0.0 


0.0 


Breast ca * 
(plef) T47D 


0.3 


u.u 


Heart 


0.0 


15.7 


Breast ca BT- 
549 


17.8 


0.0 


Skeletal muscle 
(fetal) 


0.0 


0.0 


Breast ca 
MDA-N 


0.0 


0.0 


Skeletal muscle 


6.3 


15 4 


Ovarv 


0.0 


0.0 


Bone marrow 


37.6 


0.0 


Ovarian ca. 
OVCAR-3 




J 1.0 


Thymus 


0.0 


28.7 


Ovarian ca. 
OVCAR-4 


1 1 T 

1 1.3 


1 Q 1 

ly.i 


Spleen 


1 7 


0.0 


Ovarian ca. 
OVCAR-5 


6 3 


11.3 


Lymph node 


21.2 


33.0 


Ovarian ca. 
OVCAR-8 


0.0 


0.0 


Colorectal 

1 ■ — ». 


11.1 


0.0 


Ovarian ca. 
IGROV-l 


0.0 


0.0 
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Ovarian ca.* 








Stomach 


9.4 


8.9 


(ascites) SK- 
OV-3 


0.0 


10.7 




Small intestine 


0.0 


0.0 


Uterus 


0.0 


15.0 




Colon ca. SW480 i 


7.1 


0.0 


Plancenta 


0.0 1 


9.9 

mn,, ■ . ..ffa ,1 J-..r- .r. m .i' 




SW620(SW480 


13.1 


0.0 


Prostate 


6.3 


0.0 




met) 














i.T..n-.T.—ai8a.. .Trr - - 'i.rm.fg.ma™" -r -amga 






Prostate ca.* 








Colon ca. HT29 


0.0 


0.0 


(bone met)PC- 
3 


9.4 


15.4 




Colon ca. HCT- 
116 


6.7 


0.0 


Testis 


25.3 


23.5 




Colon ca. CaCo-2 


18.0 


5.5 

hlB.it.i. .Hlf 1 1 1 H4fl »«n 1 ■» M 1 T.. .r< 


Melanoma 
Hs688(A).T ' 


0.0 

: 


8.1 

-■j-i-t..— n < M nmg «1 




..-1 ■ — 1 ' *-* 

Colon ca, 
tissue(OD03866) 


0.0 


0.0 


Melanoma* 
(met) 

Hs688(B).T 


0.0 


7.9 




Colon ca. HCC- 
2998 


0.0 


A A 


Melanoma 
UACC-62 


u.u 




Lis 


Gastric ca.* (liver 
met) NCI-N87 


48.6 

- ■ ■ 


9.3 


Melanoma 
M14 


0.0 


0.0 




rJiaaaer 






Melanoma 
LOXIMVI 


00 


0.0 










Melanoma* 






li 

•1: 


Trachea 


0.0 


7.9 


(met) SK- 
MEL-5 


8.3 


0.0 




Kidney 


1 0.0 


38.4 


Adipose 


13.9 


15.5 



Table BDF. Panel 2.2 



Tissue Name 


ReL Exp.(%) 
Agl706,Run 
173750214 


ReLExp.(%) 
Agl851, Run 
174148763 


Tissue Name 


Rel. Exp.(%) 
Agl706, Run 
173750214 


ReL Exp.(%) 
Agl851, Run 
174148763 


Normal Colon 


4.7 


10.0 


Kidney Margin 
(OD04348) 


19.3 


69.3 


Colon cancer 
(OD06064) 


0.0 


8.2 


Kidney 
malignant 
cancer 
(OD06204B) 


4.8 


0.0 


Colon Margin 
(OD06064) 


2.5 


\ 

0.0 


Kidney normal 
adjacent tissue 
(OD06204E) 


0.0 


0.0 


Colon cancer 
(OD06159) 


0.0 


0.0 


Kidney Cancer 
(OD04450-01) 


49.7 


35.4 





Colon Margin 
(OD06159) 


1 1 

i 1 .0 


0 0 


Kidney Margin 
(OD04450-03) 


12 5 


48 0 




Colon cancer 
(OD06297-04) 


0.0 


0.0 


Kidney Cancer 
8120613 


0.0 


0.0 




Colon Margin 
(OD06297-015) 


0.0 


" "■ 1 

0.0 


Kidney Margin 
8120614 


0.0 


0.0 




CC Gr.2 ascend 
colon 

(OD03921) 


0.0 


0.0 

■ — : 


Kidney Cancer 
9010320 


0.0 


0.0 




CC Margin 
(OD03921) 


4.0 


8.8 


Kidney Margin 
9010321 


0.0 


0.0 




Colon cancer 

metastasis 

(OD06104) 


0.0 


0.0 


Kidney Cancer 
8120607 


0.0 


0.0 




4 V K Kl. 1 n.n 

Lung Margin 
(OD06104) 


\ HI t » m 

0.0 


0.0 


Kidney Margin 
8120608 


0.0 


9.9 




Colon mets to 
lung(OD04451- 

01) 


0.0 


0.0 


Normal Uterus 


11.0 


33.4 


i! : S 


Lung Margin 
(OD04451-02) \ 


11.4 


11.1 


Uterine Cancer 
064011 


0.0 


7.2 




Normal Prostate 


19.1 


9.9 


Normal Thyroid 


15.1 


0.0 




Prostate Cancer \ 
(OD04410) 


0,0 


0.0 


Thyroid Cancer 
064010 








Prostate Margin 
(OD04410) 


0.0 


0.0 


Thyroid Cancer 
A302152 


1 1 ^ 


97 S 


':; y 


Normal Ovary 


0.0 


A A 


Thyroid Margin 
A302153 




74 7 


.K. 


Ovarian cancer 
(OD06283-03) 


4.8 


A A 

0.0 


JNormai rJreasi 








Ovarian Margin 
(OD06283-07) 


2.8 


22.1 


Breast Cancer 
(OD04566) 




0 0 
v/.v 




Ovarian Cancer 
064008 


79.6 


9.9 


Breast Cancer 
1024 


4.9 


0.0 




Ovarian cancer 
(OD06145) 


6.8 


10.4 


Breast Cancer 
(OD04590-01) 


0.0 


9.2 




Ovarian Margin 
(OD06145) 


0.0 


15.5 


Breast Cancer 
Mets 

l(OD04590-03) 


42.0 


26.2 




Ovarian cancer 
(OD06455-03) 


5.8 


25.3 


\ Breast Cancer 

Metastasis 

(OD04655-05) 


17.3 


42.0 




Ovarian Margin 
(OD06455-07) 


11.8 


11.7 


Breast Cancer 
064006 


0.0 


0.0 j 
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Normal Lung 


4.8 


II.O 


Breast Cancer 

9100266 


0.0 


0.0 


i 1 1 -, - r J, : 

Invasive poor 
diff. lung adeno i 
(ODO4945-01 1 


25.0 


12.1 


Breast Margin 
9100265 


12.8 


0.0 


Lung Margin 
(ODO4945-03) \ 


10.7 


26.2 


Breast Cancer 
A209073 


11.8 


7.5 


Lung Malignant 

Cancer 

(OD03126) 


0.0 


7.7 


Breast Margin 
A2090734 


10.2 


28.1 


Lung Margin 
(OD03126) 


0.0 


0.0 


Breast cancer 
(OD06083) 


21.3 


31.0 


Lung Cancer 
(OD05014A) 


5.5 


0.0 


Breast cancer 
node metastasis 
(OD06083) 


35.8 


31.9 


Lung Margin 
(OD05014B) 


1 1 A 

1L9 


6.2 


jNormai jLiver 


inn n 




Lung cancer 
(OD06081) 


19.5 


\ 

A A 


Liver Cancer 
1026 


n n 
u.u 


0 0 


Lune Margin 
(OD06081) 


5.3 


A A 

O.U 


Liver Cancer 
1025 


J / .0 


94 7 


Lung Cancer 
(OD04237-01) \ 


5.8 


0.0 


Liver Cancer 
6004-T 


5.3 


11.3 


Lung Margin 
(OD04237-02) 


0.0 


0.0 


Liver Tissue 
6004-N 


6.4 

fvrirrn i» KiimniinriiniiiiiMiirwan Y M»' nir'l-'liii'^ 


0.0 


\J\Ax\.<X\ 

Melanoma 

Metastasis 


nil! ■ifiriiiiiimiiiii iiiir iiTumiMiiii ii rm i ■ imirri inmnul 

0.0 


9.5 


Liver Cancer 
6005-T 


0.0 


5.1 


Ocular 
Melanoma 
Margin (Liver) 


0.0 


8.1 


Liver Tissue 
6005-N 


0.0 


21.3 


Melanoma 

Metastasis 


0.0 


A A 

0,0 


Liver Cancer 
064003 






Melanoma 
Margin (Lung) 


5.5 


0.0 


Normal Bladder 

ITVITI'I'I'-"!--' 


0.0 


0.0 


Normal Kidney 


0.0 


23.8 


Bladder Cancer 

1023 


5.6 


0.0 


Kidney Ca, 
Nuclear grade 2 
(OD04338) 


28.1 


57.0 


Bladder Cancer 

A302173 


0.0 


0.0 


Kidney Margin 
(OD04338) 


39.5 


15.1 


i Normal 
; Stomach 


11.3 


12.9 


Kidney Ca 
Nuclear grade 
1/2(OD04339) 


71.2 


78.5 


Gastric Cancer 

\ 9060397 


0.0 


0.0 
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Kidney Margin 
(OD04339) 


0.0 


20.9 


Stomach 

Margin 
9060396 


9.2 


0.0 


Clear cell type i 
(OD04340) 


0.0 


0.0 


Gastric Cancer i 
9060395 


48.0 


0.0 


Kidney Margin 
(OD04340) 


22.4 


■ 

36.3 


Stomach 

Margin 

9060394 

t.— — * H 


7.6 


0.0 


Kidney Ca, 
Nuclear grade 3 
(OD04348) 


5.7 


0.0 


Gastric Cancer 
064005 


0.0 


0.0 



Table BDG . Panel 4D 





Rel. 

Exp.(%) ; 

Aal706 ^ 

Run 
164729527 


Rel. 

Exp.(%) 
Ael851 ' 

Run 
165831440 


Rel. 

Exp.(%) 
Ae2544, 

Run 
164392487 


Tissue Name 


Rel. 
Exp.(%) 
Agl706, 

Run 
164729527 


Rel. 
Exp.(%) 
AelSSl, 

Run 
165831440 


ReL 
Exp.(%) 
Ag2544, 

Run 
164392487 


Secondary Thl act 


0.0 


0.0 


0.0 


HUVEC IL- 
Ibeta 


0.0 


0.0 

, 


0.0 


Secondary Th2 act 


0.8 


2.6 


5.2 


HUVEC IFN 
2amma 


5,4 


5.5 


9.4 


Secondary Trl act 


0.0 


7.9 


0.0 

i 


HUVEC TNF 1 
alpha + IFN 
gamma 


0.0 


0.0 

: 


3.1 


Secondary Thl 
rest 


4.9 


5.0 


' 

0.0 


HUVEC TNF 
alpha + IL4 


2.8 


0.8 


0.0 


Secondary Th2 

rest 


0.0 


5.5 


■ 

0.0 


HUVEC IL-11 


4.5 


1.5 


0.0 


Secondary Trl 
rest 


4.2 


4.4 


7.1 


Lung 

Microvascular 
EC none 


1.4 


2.8 


14.4 


Primary Thl act 


3.3 


1.2 


0.0 


Lung 

Microvascular 
EC TNFalpha + 
IL-lbeta 


2.8 


4.4 


9.0 


Primary Th2 act 


1.1 


4.0 


0.0 

r r r ' 


Microvascular 
Dermal EC none 


1.1 


1.6 

- - MJ.I.M 


13.5 

J"— J-" — ' •' ■ 


Primary Trl act 


4.3 


0.8 




0.0 


Microsvasular 
Dermal EC 
TNFalpha + IL- 
lbeta 


0.0 


2.6 


0.0 


Primary Thl rest 


13.4 


22.1 


36.9 


Bronchial 

epithelium 


9.3 


5.5 


7.7 
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TNFalpha + 
ILlbeta 








Primary Th2 rest 


15.5 


13.6 


41.2 


Small airway 
epithelium none : 


3.4 

; 

- -« - > ~- 


2.1 


0.0 


Primary Trl rest 


6.6 


12.1 


10.4 


Small airway 
epitheHum 
TNFalpha + IL- 
lbeta 


: 

10.0 


24.8 


60.7 


CD45RA CD4 \ 
Ivmphocyte act 


0.7 


0.4 


8.7 


Coronery artery i 
SMC rest 


1.3 


1.6 


3.4 


, V ii ■'^^ : 

CD45RO CD4 
lymphocyte act 


13.2 


4.9 


2.8 


Coronery artery 
SMC TNFalpha I 
+ IL-lbeta 


3.5 


2.2 


0.0 


CDS lymphocyte 
act 


10.3 


8.2 


13.4 


Astrocytes rest 


0.0 


9.5 


0.0 


Secondary CDS 
lymphocyte rest 


1.9 


- J 1 

7.1 


16.7 


Astrocytes 
TNFalpha + IL- 
lbeta 


2.8 


19.9 


13.0 


Secondary CDS 
lymphocyte act 


3.5 


6.7 


0.0 


KU-812 
(Basophil) rest 


5.4 


11.8 ; 


17.0 


CD4 lymphocyte 
none 


6.0 


4.3 


13.1 

-■[iiMonrrr 


KU-812 

(Basophil) 

PMA/ionomycin 


18.4 


23.8 


36.6 


2ry 

ini/iiiz/ irijanti- 
CD95 CHll 




1 X 7 


n 0 


CCD1106 

(}C eratinoc vtes^ 

none 


10.4 


26.1 


46.7 


LAK cells rest 


7.9 


7,1 


14.0 


CCD1106 
(Keratinocytes) 
TNFalpha + IL- 
Ibeta 


9. / 


lUU.U 




LAK cells IL-2 


0.0 


15.5 


4.2 


Liver cirrhosis 


6.1 


18.4 


10.0 


LAK cells IL- 
2+IL-12 


8.0 


15.9 


11.3 


Lupus kidney 


2.7 


2 7.9 


1 J.O 


LAK cells XL- 
2+IFN gamma 


21.2 


20.7 


77.9 


NCI-H292 none 


11.6 




OA A 
ZU.U 


LAK cells IL-2+ 
IL-18 


66.9 


22.5 


25.9 


NCI-H292 lL-4 


o o 
o.o 




07 A 
Z/.'f 


LAK cells 
PMA/ionomycin 


■4 A 

I A 


1 ' "' 
0.0 


0.0 


NCl-Hzyz lL-9 




o.y 




NK Cells IL-z rest 


O 7 


7 1 


1 1 7 
11./ 


NCI-H292 IL- 
13 


0 0 


6 9 

Wifftiiff. ■.■■A.....ft-^i<.<. HLfT^Jl-^ 


0.0 


Two Way MLR 3 

day 


IB ji in- m...n 

10.4 


20.2 

^ - - 


40.3 


NCI-H292 IFN 
gamma 


2.8 


5.0 


7.8 


Two Way MLR 5 
day 


3.8 


7.0 


0.0 


HPAEC none 


5.7 


3.2 


4.0 
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Two Way MLR 7 
day 


0.0 


0.8 


3.7 


HPAEC TNF ! 

■ 

alpha + IL-1 
beta 


0.0 


2.6 


0.0 


PBMC rest 


0.1 


2.5 


2.9 


Lung fibroblast 
none 


4.5 


6.1 


0.0 


PBMC PWM 


20.6 


6.0 


19.2 


Lung fibroblast 
TNF alpha + IL-; 
1 beta 


0.0 


3.9 


0.0 


PBMC PHA-L 


11,6 




A 1 
4.1 


Lung fibroblast 
IL-4 


0 0 


2 9 


0 0 

\J m\J 


Ramos (B cell) 
none 


10.4 




ul.O 


Lung fibroblast 
IL-9 


1 . J 


\ 

J.J 




Ramos (B cell) 
ionomycin 


100.0 


28.9 


100.0 

TT n IT ' ' — " ~"' 


Lung fibroblast 
IL-13 


6.5 


0.0 


0.0 


B lymphocytes 
PWM 


14.1 


4.1 


13.5 


Lung fibroblast 
IFN gamma 


5.0 


3.1 


15.9 


B lymphocytes 
CD40L and IL-4 


31 0 


60 


18.6 


Dermal 
fibroblast 
CCD1070rest i 


27.9 


3.6 


14.0 


EOL-1 dbcAMP 


2.0 


0.0 


0.0 


Dermal 
fibroblast 
CCD1070TNF 
alpha 


17.0 


9.6 


11.2 


PMA/ionomycin 


0.0 


,, ii-iiifin-viiiiriiri'iiirir 

0.0 


0.0 


Dermal 
fibroblast 
CCD1070 IL-1 
beta 


1.4 


0.0 


6.3 


Dendritic cells 
none 


4.2 


3.9 


24.7 


Dermal 
fibroblast IFN 
gamma 


6.8 


1.6 


9.4 


Dendritic cells 
LPS 


1 .z 


7 


17 6 


Dermal 
fibroblast IL-4 


3 9 


5.1 


14.5 


Dendritic cells 
anti-CD40 


2.9 


1.4 


3.1 


IBD Colitis 2 


1.7 


11.7 


3.1 


Monocytes rest 


0.7 


4.9 


0.0 


IBD Crohn s 


0.0 




u.u 


Monocytes LPS 




15.9 


16.0 




9.1 


8.0 


10.0 


Macrophages rest 


6.6 


ll.O 21.9 


Lung 


1.4 


3.2 


8.7 


Macrophages LPS 


1.4 


2.1 


0.0 


Thymus 


31.4 


30.6 


50.0 


HUVEC none 


1.6 


2.3 


0.0 


Kidney 


10.4 


40.9 


55.1 


IhUVEC starved 


2.2 


4.6 


21.6 







CNS_neurodegeneration_vl,0 Summary: Agl851/Ag2544 Results firom two experiments 

with different probe and primer sets both show significant expression of the 

GMAC009594_C gene in the brain. While no specific association with Alzheimer's disease is 
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evident from the results of these experiments, the expression of this GPCR homolog in the 
brain is confirmed. Please see Panel 1.3D for discussion of potential utility in the central 
nervous system. 

Panel 1.3D Summary: Agl706/Agl851 Results from two experiments using different probe 

5 and primer sets show significant expression of this novel G-protein coupled receptor (GPCR) 
in the brain, including amygdala and hippocampus. The GPCR family of receptors contains a 
large number of neurotransmitter receptors, including the dopamine, serotonin, a and p- 
adrenergic, acetylcholine muscarinic, histamine, peptide, and metabotropic glutamate 
receptors. GPCRs are excellent drug targets in various neurologic and psychiatric diseases. 

10 All antipsychotics have been shown to act at the dopamine D2 receptor; similarly novel 
antipsychotics also act at the serotonergic receptor, and often the muscarinic and adrenergic 
receptors as well. While the majority of antidepressants can be classified as selective 
serotonin reuptake inhibitors, blockade of the 5-HTl A and a2 adrenergic receptors increases 
flie effects of these drugs. The GPCRs are also of use as drug targets in the treatment of 

15 stroke. Blockade of the glutamate receptors may decrease the neuronal death resulting from 
excitotoxicity; further more the purinergic receptors have also been implicated as drug targets 
in the treatment of cerebral ischemia. The p-adrenergic receptors have been implicated in the 
treatment of ADHD with Ritalin, while the a-adrenergic receptors have been implicated in 
memory. Therefore this gene may be of use as a small molecule target for the treatment of 

20 any of the described diseases. Ag2544 Expression of this gene is low/undetectable (CTs > 
34.5) across all of the samples on this panel (data not shown). 

References: 

1. El Yacoubi M, Ledent C, Parmentier M, Bertorelli R, Ongini E, Costentin J, Vaugeois JM. 
Adenosine A2A receptor antagonists are potential antidepressants: evidence based on 
25 pharmacology and A2A receptor knockout mice. Br J Pharmacol 2001 Sep;134(l):68-77 

1 . Adenosine, an ubiquitous neuromodulator, and its analogues have been shown to produce 
'depressant' effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated 'depressant* 
effect. 2. We have designed studies to assess whether adenosine A2A receptor antagonists, or 
30 genetic inactivation of the receptor would be effective in established screening procedures, 
such as tail suspension and forced swim tests, which are predictive of clinical antidepressant 
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activity. 3. Adenosine A2A receptor knockout mice were found to be less sensitive to 
'depressant' challenges than their wildtype littermates. Consistently, the adenosine A2A 
receptor blockers SCH 58261 (1 - 10 mg kg(-l), i.p.) and KW 6002 (0.1 - 10 mg kg(-l), p.o.) 
reduced the total immobility time in the tail suspension test. 4. The efficacy of adenosine 
A2A receptor antagonists in reducing immobility time in the tail suspension test was 
confirmed and extended in two groups of mice. Specifically, SCH 58261 (1 - 10 mg kg(-l)) 
and ZM 241385 (15 - 60 mg kg(-l)) were effective in mice previously screened for having 
high immobility time, while SCH 58261 at 10 mg kg(-l) reduced immobility of mice that 
were selectively bred for their spontaneous 'helplessness' in this assay. 5. Additional 
experiments were carried out using the forced swim test. SCH 58261 at 10 mg kg(-l) reduced 
the immobility time by 61%, while KW 6002 decreased the total immobiUty time at the doses 
of 1 and 10 mg kg(-l) by 75 and 79%, respectively. 6. Administration of the dopamine D2 
receptor antagonist haloperidol (50 - 200 microg kg(-l) i.p.) prevented the antidepressant-like 
effects elicited by SCH 58261 (10 mg kg(-l) i.p.) in forced swim test whereas it left unaltered 
its stimulant motor effects. 7, In conclusion, these data support the hypothesis that A2A 
receptor antagonists prolong escape-directed behaviour in two screening tests for 
antidepressants. Altogether the results support the hypothesis that blockade of the adenosine 
A2A receptor might be an interesting target for the development of effective antidepressant 
agents. 

2. Blier P. Pharmacology of rapid-onset antidepressant treatment strategies. Clin Psychiatry 
2001;62 Suppl 15:12-7 

Although selective serotonin reuptake inhibitors (SSRIs) block serotonin (5-HT) reuptake 
rapidly, their therapeutic action is delayed. The increase in synaptic 5-HT activates feedback 
mechanisms mediated by 5-HTlA (cell body) and 5-HTlB (terminal) autoreceptors, which, 
respectively, reduce the firing in 5-HT neurons and decrease the amount of 5-HT released per 
action potential resulting in attenuated 5-HT neurotransmission. Long-term treatment 
desensitizes the inhibitory 5-HTl autoreceptors, and 5-HT neurotransmission is enhanced. 
The time course of these events is similar to the delay of clinical action. The addition of 
pindolol, which blocks 5-HTlA receptors, to SSRI treatment decouples the feedback 
inhibition of 5-HT neuron firing and accelerates and enhances the antidepressant response. 
The neuronal circuitry of the 5-HT and norepinephrine (NE) systems and their connections to 
forebrain areas believed to be involved in depression has been dissected. The firing of 5-HT 
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neurons in the raphe nuclei is driven, at least partly, by alpha 1-adrenoceptor-mediated 
excitatory inputs from NE neurons. Inhibitory alpha2-adrenoceptors on the NE 
neuroterminals form part of a feedback control mechanism. Mirtazapine, an antagonist at 
alpha2-adrenoceptors, does not enhance 5-HT neurotransmission directly but disinhibits the 
5 NE activation of 5-HT neurons and thereby increases 5-HT neurotransmission by a 
mechanism that does not require a time-dependent desensitization of receptors. These 
neurobiological phenomena may underUe the apparently faster onset of action of mirtazapine 
compared with the SSRIs. 

3. Tranquillini ME, Reggiani A. Glycine-site antagonists and stroke. Expert Opin Investig 
10 Drugs 1999Nov;8(ll):1837-1848 

The excitatory amino acid, (S)-glutamic acid, plays an important role in controlling many 
neuronal processes. Its action is mediated by two main groups of receptors: the ionotropic 
receptors (which include NMDA, AMPA and kainic acid subtypes) and the metabotropic 
receptors (mGluR(l-8)) mediating G-protein coupled responses. This review focuses on the 

15 strychnine insensitive glycine binding site located on the NMDA receptor channel, and on the 
possible use of selective antagonists for the treatment of stroke. Stroke is a devastating 
disease caused by a sudden vascular accident. Neurochemically, a massive release of 
glutamate occurs in neuronal tissue; this overactivates the NMDA receptor, leading to 
increased intracellular calcium influx, which causes neuronal cell death through necrosis. 

20 NMDA receptor activation strongly depends upon the presence of glycine as a co-agonist. 
Therefore, the administration of a glycine antagonist can block overactivation of NMDA 
receptors, thus preserving neurones from damage. The glycine antagonists currently 
identified can be divided into five main categories depending on their chemical structure: 
indoles, tetrahydroquinolines, benzoazepines, quinoxalinediones and pyrida-zinoquinolines. 

25 4. Monopoli A, Lozza G, Forlani A, Mattavelli A, Ongini E. Blockade of adenosine A2A 
receptors by SCH 58261 results in neuroprotective effects in cerebral ischaemia in rats. 
Neuroreport 1998 Dec l;9(17):3955-9 Related Articles, Books, LinkOut 

Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
30 we assessed whether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0.01 
mg/kg either i.p. or i,v.) administered to normotensive rats 10 min after ischaemia markedly 
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reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0.05). Similar 
effects were observed when SCH 58261 (0.01 mg/kg, i.p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially useful biological target for the reduction of brain injury. 

Panel 2.2 Summary: Agl706/Agl851 Results from two experiments using the identical 
probe/primer set are in reasonable agreement Expression of the GMAC009594_C gene is 
highest in a normal liver sample. Lower levels of expression are also seen in several kidney 
and breast samples, both from tumor and normal adjacent tissue. Therefore, expression of this 
gene may be used to distinguish liver, kidney and breast from the other samples on this panel. 

Panel 4D Summary: Apl 706/1 85 1/2544 The expression pattern of the GMAC009594_C 
gene with all three primer sets was similar except that the level of expression was generally 
higher with primer set Agl706 than with Agl 851 . Expression of the transcript is seen in LAK 
cells, Ramos B cells, thymus and kidney. Expression was not consistently dependent upon 
activation in the cell types tested. The expression of the transcript may be dependent upon the 
proliferation status of cells, that is, it is expressed in specific types of proUferating cells that 
include LAK cells, B cells and cells in the thymus and kidney. The transcript or the protein it 
encodes may be important for the detection LAK cells, B cells, thymus and kidney tissue. 
Expression of this gene in kidney was also observed in Panel 2.2. 



BE. GMAC009545_A: GPCR 

Expression of gene GMAC009545_A was assessed using the primer-probe set 
Agl705, described in Table BEA. Results of the RTQ-PCR runs are shown in Tables BEB. 



Table BEA . Probe Name Agl 705 



Primers^ 


Sequences 


Length 


Start Position 


SEQ 
ID 
NO: 


Forward 


5 ' -ccgtctattctactgcatttgc-3 ' 


22 


211 


480 


Probe 


TET-5 • -cccaaaatgattgttgacttgctctctg-3 • -TAMRA 


28 


234 


481 


Reverse : 

— ^ 


5 ' -atacaaccctgaaaggaaatgg-3 • 


22 


271 


482 
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Table BEB. Panel 4D 



Tissue Name 


ReL Exp.(%) 
Agl705, Run 


Tissue Name 


Rel. Exp.(%) 

A a1 TAC Dam 

Agl /uD, Kun 
165763028 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


A A 


Slecondarv Trl act 


0.0 


HUVEC TNF alpha + IFN; 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 i 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-U 


0.0 


becondary in rest 




Lung Microvascular EC 
none 


0.0 


Primary inl act 


0 A 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


00 


Primary Th2 act 




Microvascular Dermal EC 
none 


00 


Primary Trl act 


u.u 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0 0 


Primary Thl rest 


A A 


Bronchial epithelium 
TNFalpha + XL 1 beta 


00 

X/ • X^ 


Primary Th2 rest 


A A 

u.u 


Small airway epithelium 

none 


0 0 


Primary Trl rest 


0.0 


Small airway epithelimn 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


A A 
U.U 


Astrocytes TNFalpha + 
IL-lbeta 


00 


Secondary CDS 
lymphocyte act 


U.U 


JS.U -o 1 z ^jDasopnii ) real 


0 0 


V-/Ly*T lylllLrll^wjr liV/il^ 


00 


KU-812 (Basophil) 
PMA/ionomycin 


0.0 


2iy Thl/Th2/Trl_anti- 

CD95 CHll 


0.0 


CCDl 106 (Keratinocytes) 

none 


0.0 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


0.0 
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LAKcellsIL-2+IL-18 


0.0 


NCI-H292 IL-4 

iiir ■■ I Mimiiiiiii mmiiiiii fw<MM..iii ■■ mm ■ mm r ■ ■■ iiniiri 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


TwoWayMLR5day : 


0.0 


HPAEC none 


0.0 


Iwo Way MLK / day 


0 0 


HPAEC TNF alpha + IL-1 : 
beta 


0.0 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 


rbMC r WM 


0 0 


Lmig fibroblast TNF alpha: 
+ IL-1 beta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos cell) 
ionomycin 


0.0 


Lung fibroblast IL- 1 3 


u.u 


B lymphocytes PWM 


1 iiLi- iriiii^rw-n-friTtftnrm-TrTr 

0.0 


Lung fibroblast IFN 
gamma 


U.U 


B IvmDhocvtes CD40L 
andIL-4 


0.0 


Dermal fibroblast 
CCD 1070 rest 


U.U 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 
CCD1070 TNF alpha 


U.U 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD1070 IL-1 beta 


0.0 


Dendritic cells none 


u.u 


Dermal fibroblast IFN 
gamma 


00 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


00 


IBD Colitis 2 


52.5 


Monocytes rest 


0.0 


IBD Crohn's 


0.0 


Monocytes LPS 


U.U 


i^oion 


0 0 

\J m\J 


Macrophages rest 


0.0 


Lung 


4.9 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel L3D Summary: Agl705 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 



Panel 2.2 Summary: Agl705 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 
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Panel 4D Summary: Agl 705 Significant expression of the GMAC009545_A gene is detected 
in a liver cirrhosis sample (CT = 34.1). Furthermore, expression of this gene is not detected in normal 
liver in Panel 1.3D, suggesting that its expression is unique to liver cirrhosis. This gene encodes a 
putative GPCR; therefore, antibodies or small molecule therapeutics could reduce or inhibit fibrosis 
that occurs in liver cirrhosis. In addition, antibodies to this putative GPCR could also be used for the 
diagnosis of liver cirrhosis. 

BF. GMAC005962_B: GPCR 

Expression of gene GMAC005962_B was assessed using the primer-probe set 
Agl 582, described in Table BFA. Results of the RTQ-PCR runs are shown in Table BFB. 



Table BFA . Probe Name Agl 582 



Primers 


Sequences 


Length 


Start 
Position 


SEQID 
NO: 


Forward 1 


5 ' -atgatcttcgttccaagcattt-3 • 


: 22 


778 


483 


Probe 

. - _ i 


TET-5 ' -acctctatgcccggcccttcact-3 ' - 
TAMRA 


23 

[ 


800 


484 


Reverse 


5 • -gatggacacaagcttgtccat-3 ' 


i 21 


832 


485 



Table BFB. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl582, Run 
165820889 


Tissue Name 


Rel. Exp.(%) 
Agl 582, Run 
165820889 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


3.7 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 

- ' 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 

^ , ■ 


■ — — — - 

Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


i— •■' — ' ' 

Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 
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Pnmary Thl rest 


*■■■■■■< ' ■ - 

O.Z 


Bronchial epithelium 
TNFalpha + ILlbeta 


0 0 


Pnmary Th2 rest 


u.u 


Small airway epithelium 
none 


0 0 


» — -« » " 

Pnmary Trl rest 


A A 
U.U 


Small airway epitheUum 
TNFalpha + IL-lbeta 


0 0 


CD45RA CD4 
lymphocyte act 


■ 

0.0 


Coronery artery SMC rest 1 

aaasj — ar.inr„r;,t!r utrr i^-T"" — — i-Js^Ji 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


• ...J ■l..,.V» J — 

CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


» 1 ■ r 1 "MT— 1 

A A 
0,U 


Astrocytes TNFalpha + 
IL-lbeta 


0 0 


Secondary CDS 
lymphocyte act 


f\ A 

0.0 


IS.U-0IZ (r>asopniij resi 


0 0 

v.V/ 


CD4 lymphocyte none 


A 1 

4.1 


KU-812 (Basophil) 
PMA/ionomycin 


0 0 


2ry Thl/Th2/Trl_anti- 
CD95 CHI 1 


7 0 


CCDl 106 (Keratinocytes) 
none 


0.0 


LAK cells rest 


0 0 


CCDl 106 (Keratinocytes) | 
TNFalpha + IL-lbeta 


0.0 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


0 0 


NCI-H292 none 

i^V^i M.X^^^ JlJ.Vl.Av 


0.0 


LAK cells IL-2+IL-18 


0.0 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


3.0 


NCI-H292 IL-I3 


0.0 


Two Way MLR 3 day 


4.3 


NCI-H292 IFN gamma 


0.0 

nin[iriimTl»giM.<i««iitr- — t/ti., i i .mirif n a nnnnnaaa 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


iwo way ML/K / uay 


0 0 

V/.V 


HPAEC TNF alpha + IL-1 

beta 


0.0 


PBMC rest 


. ^ o-...-, TTTT r-r,-i r-rr - 

0.0 


Lung fibroblast none 


0.0 


JrBMC r WM 




Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 


PBMCPHA-L 


0.0 

„. ^ —.. ~ ^jn^...-a<^-, — r--- 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL-1 3 


0.0 


B lymphocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


., ... — . -~ . j.^/..A.T. r-.rj — — T r j na « mT" ■ i ' 

B lymphocytes CD40L | 0.0 


Dermal fibroblast 


0.0 
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and IL-4 


L „„„„„.„^n„...„ ,„„„■,- - - - 


CCD 1070 rest 




EOL-l dbcAMP 


0,0 


Dermal fibroblast 
CCD1070 TNF alpha 


2.4 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


0.0 


J 'a.' 11 

Dendntic cells none 


z.o 


Dermal fibroblast IFN 
gamma 

......... . J--:-- ^-.■■.■r~ i-T.-rTJg.-jg 


0 0 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


0 0 


IBD Colitis 2 


0.0 


Monocytes rest 


0.0 


IBD Crohn's 


0.0 


Monocytes LPS 


0.0 


1 

Colon 


U.U 


Macrophages rest 


0.0 


Lung 


12.5 


Macrophages LPS 


0.0 


Thymus 


4.2 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel 1,3D Summary: AglS82 Expression of this gene is low/midetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 



Panel 2.2 Summary: Agl582 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl582 Significant e^qpression of the GMAC005962_B gene is detected in 
a liver cirrhosis sample (CT = 34.4). Furthemiore, expression of this gene is not detected in normal 
liver in Panel 1.3D, suggesting that its expression is unique to liver cirrhosis. This gene encodes a 
putative GPCR; therefore, antibodies or small molecule therapeutics could reduce or inhibit fibrosis 
that occurs in liver cirrhosis. In addition, antibodies to this putative GPCR could also be used for the 
diagnosis of liver cirrhosis. 



BG. GMAL163152_C: GPCR 

Expression of gene GMAL163152_C was assessed using the primer-probe sets 
Agl580, Agl581 and Agl727, described in Tables EGA, BGB and BGC. Results of the 
RTQ-PCR runs are shown in Tables BGD and BGE. 

Table BGA . Probe Name Agl580 
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Primers 


1 ' — '" 

Sequences 


Length 


Start Position 


ID NO: 


Forward^ 


5 ' -ccaatgtggtagacagcatttt-3 ' 


22 


515 


486 


Probe i 


niiiiiitu ni 1 iii^trin -nTTiiiimi- Trnr-i-— .,NM...ai»,.,»„........ nunmirnrir 4H>iWMiir.mr,iii.iiiitiiini[iiri«"iififMiM.i..<»«M««ii iicimiii>»< 

TET-5 ' -cctccctttggttactaagcttgcctg-3 ' -TAMRA 


27 


543 


487 


Reverse ; 


5 » -ctgttggcaacaatgactacct-3 • 


22 \ 


590 


488 



Table BGB . Probe Name Ag 1 5 8 1 



i 

Primers; 


Sequences 


Lengtli 


Start Position 


SEQ ID 
NO: 


Forward 


5 ' -aattcattttgctgggactga-3 ' 


21 


35 


489 


iim)wiiwi»iim»ii«ifiwrat^^ 

Probe 


TET-5 ' -ttcttctctttgccctcttctcggtt-3 • -TAMRA 


26 


77 


490 


Reverse 


5 ' -acccaaaactgtgaccacatag~3 ' 


22 


105 


491 



Table BGC . Probe Name Agl727 



j 

Primersi 


Sequences 


LengthI 


Start Position 


SEQ ID 
NO: 


Forwardb ' -aattcattttgctgggactga-3 ' 


21 


35 


492 


Probe 


hrET-5 ' -ttcttctctttgccctcttctcggtt-3 ' -TAMRAj 


26 \ 


77 


493 


Reverse 


|5 ' -acccaaaactgtgaccacatag-3 ' 


22 


105 


1 494 



Table BGD. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) 
Agl580, Run 
165920261 


Tissue Name 


Rel. Exp.(%) 
Agl580, Run 
165920261 


Liver adenocarcinoma 


51.1 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 

2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


0.0 

J 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca. UO-3 1 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 


Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) 


0.0 


Liver (fetal) 


18.7 


Brain (amygdala) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


19.5 


Lung 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 
LX-1 


0.0 
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^«,«m,m.«m> - ■ ■ ■ ■ ■■■ 

Brain (tnaiamus) 


0 0 
V/.V; 


Lung ca. (small cell) 
NCI-H69 


0.0 


.,fn ' ■' ' 1 

Cerebral Cortex 


u.u 


Lung ca. (s.cell var.) 
SHP-77 


0 0 


Spinal cord 


U.U 


Lung ca. (large 
cell)NCI-H460 


0 0 

v.V/ 


glio/astro U87-MU 


u.u 


Lung ca. (non-sm. 
cell) A549 


0 0 


. - - - - ~ ~, - - a.n.n,. ^m.- 1 

glio/astro U-1 lo-MO 


u.u 


Lung ca. (non-s.celI) 
NCI-H23 


00 


astrocytoma SW1783 


u.u 


Lung ca. (non-s.cell) 
HOP-62 


0 0 


<..>..... « ipp* f t II 1 ii.i ' » ■ " 

Neuro*; met SK-N-AS 


A A 
U.U 


Lung ca. (non-s.cl) 
NCI-H522 


0 0 


astrocytoma SF-539 | 


0.0 

™ . - ... ^ . ^„ / 


Lung ca. (squam.) 
SW 900 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 

NCI-H596 


0.0 


glioma SNB-1 9 


10.2 


Mammary gland 


0.0 


glioma U25 1 


A A 
U.U 


Breast ca.* (pl.ef) 
MCF-7 


0 0 


glioma or-z!7j 


0 0 


Breast ca.* (pl.ef) 
MDA-MB-231 


0.0 


Heart (felal) 


0.0 


Breast ca.* (pLef) 

T47D 


0.0 


Heart 


0.0 


Breast ca. BT-549 


0.0 


Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 


Bone marrow 


O.u 


Ovarian ca. 
OVCAR-3 


0 0 
Xf.yj 


Thymus 


A A 

0.0 


Ovarian ca. 
OVCAR-4 


U.v 

t..i .iij.i 1 Ki iHii..i.Ji>.i..c.nwi«i>i«ili.n mnah- iiimwwi.w 


Spleen 


JBit......,.« >i '■■iff » ..<.X.,.f <•■' f fi.^ fiV 

100.0 


Ovarian ca. 
OVCAR-5 


0 0 

l/.v 


■ IT 1 ■ -[ r « f ... T ■ ff n 

Lymph node 


A A 

U.U 


Ovarian ca. 
OVCAR-8 


0 0 


v^oioreciai 


00 


Ovarian ca. IGROV- 
1 


0.0 


' ^ 

Stomach 


0.0 


Ovarian ca.* 

(ascites) SK-OV-3 


12.8 


Small intestine 


0.0 


Utems 


0.0 


Colon ca. SW480 


0.0 


Plancenta 


0.0 


Colon ca* 

SW620(SW480 met) 


J.....WI « " '•■nv-....-.- T 

0.0 


Prostate 


0.0 
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Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 


Colon ca-HCl^l 16 


0.0 


Testis 


0.0 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


U.VJ 


Colon ca. 
tissue(OD03866) 


0,0 

, - ■> y.T'-^.. 1- ~~--..,^„^jy^„, .-~~ 


Melanoma* (met) 
Hs688(B).T 


(\ A 
U,U 


ji....Bnnn..n nn..vi»i » inn, .nmi r rr~ "snnif.i i — i 

Colon ca, HCC-2998 


0.0 


Melanoma UACC- 
62 


A A 


Gastric ca,* (liver met) 
NCI-N87 


0.0 


Melanoma M 14 


A A 


Bladder 


0.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 

.„„,™.r,m,n ~^ 


Adipose 


0.0 



Table BGE. Panel 4D 



Tissue Name 


Rel. 
Exp.(%) 
Agl580, 

Run 
165820874 


Rel. 
Exp.(%) 
Agl727, 

Run 
165767201 


Tissue Name 


Rel. 
Exp.(%) 
Agl580, 

Run 
165820874 


Rel. 
Exp.(%) 
AgI727, 

Run 
165767201 


Secondary Thl act 


0.0 


0.0 


HUVEC IL-lbeta 


0.0 


0.0 


Secondary Th2 act 


0.0 


0.0 


HUVEC EFN 
ganrnia 


0.0 


0.0 


Secondary Trl act 


0.0 


0.0 


HUVEC TNF 
alpha + IFN 
gamma 


0.0 


0.0 


Secondary Thl rest 


0.0 


0.0 

; 


HUVEC TNF 
alpha + IL4 


0.0 


0.0 


Secondary Th2 rest 


0.0 


0.0 


HUVEC IL-1 1 


0.0 


0.0 


Secondary Trl rest 


0.0 

■ 


0.0 


Lung 

Microvascular EC 

none 


0.0 


0.0 


Primary Thl act 


■ 

0.0 


0.0 


Lung 

Microvascular EC 
TNFalpha + IL- 
lbeta 


0.0 


0.0 


Primary Th2 act 


0.0 


0.0 


Microvascular 
Dermal EC none 


0.0 


0.0 


Primary Trl act 


0.0 


7.2 


Microsvasular 
Dermal EC 
TNFalpha + IL- 


0.0 


0.0 
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Ibeta 






Primary Thl rest 


0.0 


0.0 


Bronchial 
epithelium 
TNFalpha + 


0.0 


0.0 


Primary Th2 rest 


0.0 


0.0 


Small airway 

pnitTipliiitn tinnp 


0.0 


0.0 


Primary Trl rest 


0.0 


0.0 


Small airway 
epithelium 

TMTTjilnhji + TT - 
i iN r aipila I 11^ 

Ibeta 


0.0 


0.0 

■:^i....<.<.iia«.h.i.w...m ifa.-i<8.m<ai..i| 


CD45RA CD4 
lymphocyte act 


i..wmB«..t, r. . ■■■■m 

0.0 


0.0 


SMC rest 


0.0 


0.0 


CD45RO CD4 

lymphocyte act 


0.0 


U.U 


Coronery artery 

oiviv^ liNrdipua » 

IL- Ibeta 


0.0 


0.0 


CDS lymphocyte 
act 


0.0 


0.0 


Astrocytes rest 


0.0 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 


U.U 


Astrocytes 
Ibeta 


0.0 


0.0 


„ ^ . r^. ^ :■ m-MSX^ 

Secondary CDS 
lymphocyte act 


2.9 


0.0 


KU-812 

\^x5asopniij rest 


0.0 


0.0 


CD4 lymphocyte 
none 


: 

0.0 


0.0 


KU-812 

(Basophil) 

PMA/ionomycin 


0.0 


0.0 


2ry 

ini/ inz/ iri_anii- 
CD95 CHll 


U.U 


U.U 


CCDl 106 
(Jveratmocytes ) 
none 


0 0 


00 


LAK cells rest 


0.0 


0.0 


UUJJl lUO 

(Keratinocytes) 
TNFalpha + IL- 
Ibeta 


A A 
0.0 


A A 
U.U 


LAK cells IL-2 


0.0 


00 


Liver cirrhosis 


100.0 


100.0 


LAK cells IL- 
2+IL-12 


0.0 


0.0 


Lupus kidney 


0.0 


A A 

U.U 


LAK cells IL- 
2+IFN gamma 


a.j.a .ffjw ■ai'f.ff.».*Ji..M ft.*. 

0.0 


0.0 


NCI-H292 none 


0.0 


A A 

0.0 


LAK cells IL-2+ 
IL-18 


0.0 


0.0 


NCI-H292 IL-4 


0.0 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


0.0 


NCI-H292 IL-9 


0.0 


0.0 


NK Cells IL-2 rest 


0.0 


0.0 


NCI-H292 IL-13 


0.0 


0.0 


Two Way MLR 3 
day 


0.0 


0.0 


NCI-H292 IFN 
gamma 


0.0 


0.0 
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Two Way MLR 5 

day 


0.0 


0.0 


HPAEC none 


A A 

0.0 


0.0 


Two Way MLR 7 

day 


0.0 

— ■..■7.t....a a,...mff,B .T„ .^...■■m.j 


0.0 


HPAEC TNF 
alpha + IL-1 beta 


0.0 


0.7 


aaa— .t 

PBMC rest 


0.0 


0.0 


Lung fibroblast 
none 


0.0 


0.0 


PBMC PWM 


0.0 


0.0 


Lung fibroblast 
TNF alpha + IL-1 

beta 


0.0 


0.0 


PBMC PHA-L 


0.0 


0.0 


Lung fibroblast 
IL-4 


0.0 


0.0 


1 „ f v> — < u 1 K..M 

Ramos cell) 
none 


0.0 


0.0 


Lung fibroblast 
IL-9 


0.0 


0.0 


Ramos fB celH 
ionomycin 


0.0 


,i«.r«-n,.i.»i..iininim.mii.,in»i i.. .i.. 

0.0 


Lung fibroblast 
IL-13 


0.0 


0.0 


B lymphoc)^es 
PWM 


0.0 


0.0 


Lung fibroblast 
IFN gamma 


0.0 


1.1 

iiitti..K.ilBiXiiiil.l.iiHif. i < i<B ti .M/ V 


B lymphocytes 
CD40L and IL-4 

- 


0.0 


5.7 


Dermal fibroblast 
CCD 1070 rest 


0.0 


0.0 


EOL-1 dbcAMP ; 


0.0 


0.0 


Ucinial llurODidbL 

CCD1070 TNF 
aloha 


0.0 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 
beta 


0.0 


0.0 


none 


0.0 


0.0 


Dermal fibroblast 
IFN gamma 


0.0 


0.0 


Dendntic cells LPS 

. 


A A 

0.0 


1 A 

LO 


Dermal fibroblast 
IL-4 




U.U 


Dendritic cells anti- 
CD40 


0 0 


00 

V/.v 


IBD Colitis 2 


3 9 


162 


Monocytes rest 


0.0 


0.0 


IBD Crohn's 


0.0 


0.0 


Monocytes LPS 


0.0 


0.0 i 


Colon 


6.8 


8.8 


Macrophages rest 


0.0 


0.0 


Lung 


6.9 


0.0 


Macrophages LPS 


0.0 


0.0 


Thymus 


0.0 


0.0 


HUVEC none 


0.0 


0.0 


Kidney 


0.0 


0.0 


HUVEC starved 


0.0 


0.0 









Panel 1.3D Summary: Agl580 Expression of the GMAL163152_C gene is restricted to the 
spleen (CT = 34.4), an important site of secondary immune responses. Therefore, expression 
of this gene can be used to distinguish spleen fi:om the other samples on this panel 
Furthermore, antibodies or small molecule therapeutics that block the function of this GPCR 
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may be useful as anti-inflammatory therapeutics for the treatment of allergies, autoimmune 
diseases, and inflammatory diseases. 

Panel 2.2 Summary: Agl580 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl580/Agl727 The GMAL163152_C transcript is only detected in 
liver cirrhosis. Furthermore, this transcript is not detected in normal liver in Panel 1.3D, 
suggesting that GMAL163152_C gene expression is unique to liver cirrhosis. The 
GMAL163152_C gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 



BH. GMAL359218_E: GPCR 

Expression of gene GMAL359218_E was assessed using the primer-probe set 
Agl579, described in Table BHA. Results of the RTQ-PCR runs are shown in Tables BHB 
and BHC. 



Table BHA . Probe Name Agl579 



Primers 


Sequences 


Length 


Start Position 


SEQID 

NO: 


Forward 


5 ' -cagtaacgacccctaagcttct-3 * 


22 1 


232 


495 


iiwniTniiinifnit«ii«iinirr<airwnj 

Probe 


TET-5 ' -tcatttcctatgaccaatgcattgtg-3 ' -TAMRA 


26 


280 


496 


Reverse 


5 * -caaaatgcaggaagaagagttg-3 ' 


22 


306 


497 



Table BHB. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) 
Agl579, Run 
165920250 


Tissue Name 


Rei. Exp.(%) 
Agl579, Run 
165920250 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAPAN 

2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


1.3 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 
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Salivary gland 


0.0 


Renal ca.UO-31 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 


Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) 


0.0 


Liver (fetal) 


0.0 


oram ^amygudid j 


0 0 


Liver ca. 

(hepatoblast) HepG2 


0 0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 

LX-1 


0.0 


Brain (thalamus) 


0.0 


Lung ca. (small cell) 
NCI-H69 


0.0 


Cerebral Cortex 


0.0 


Lung ca, (s.cell var.) 
SHP-77 


0.7 


Spinal cord 


0.0 


Lung ca. (large 
cell)NCI-H460 


0.0 


glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 

cell) A549 


0.0 


glio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 
NCI-H23 


0.0 


astrocytoma SW1783 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


Neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW900 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 


glioma SNB-19 


0.0 


Mammary gland 


0.0 


Glioma U251 


0.0 


Breast ca.* (pl.ef) 
MCF-7 


0.0 


glioma br-zyj 




Breast ca.* (pl.ef) 
MDA-MB-231 




Heart (fetal) 


1.l.,na.«..i,aT. .~..~r;n .-. r,..;r.,..rj — z — — itfar.n — .iiiX £S 

0.0 


Breast ca.* (pl.ef) 
T47D 


0.0 


Heart 


0.0 


Breast ca. BT-549 


0.0 


Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 


Bone marrow 


0.0 


Ovarian ca. 
OVCAR-3 


0.0 


Thymus 


0.0 


Ovarian ca. 
OVCAR-4 


0.0 

— ara..a.a— fa.a.a...nfm.(.i«rmn K.trit laisytt , ~i"M»'ifflnr..T«iMr«,f.«arir.-Mj 


Spleen 


6.7 


Ovarian ca. 


0.0 
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OVCAR-5 




Lymph node 


100.0 


Ovarian ca. 
OVCAR-8 


U.U 


L/OlOicClal 


0 0 


Ovarian ca. IGROV- 
1 


00 


otomacn 

■ 


u.u 


Ovarian ca.* 
(ascites) SK-OV-3 


1 7 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


0.0 


Plancenta 


0.0 


Colon ca.* 
SW620(SW480 met) 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 


Colon ca. HCT-116 


0.0 


Testis 


0.7 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 


Colon ca. 
tissue(OD03866) 


0.0 


Melanoma* (met) 
Hs688(B).T 


0,0 


Colon ca. HCC-2998 


0.0 


Melanoma UACC- 
62 

........... >.».>-.—.■■..■— ^m«-..;Tm—■^m■.r!^.g.m: 


0.0 


Gastric ca.* (liver met) 
NCI-N87 


0.0 


Melanoma M14 


A A 

0.0 


Bladder 


0.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 



Table BHC. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl579, Run 
165820830 


Tissue Name 


Rel. Exp,(%) 
Agl579, Run 
165820830 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 

.„:, 1 " ^ W. 1 j 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 

— 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 
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Pnmary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 

L - - - " ■- -■ '■ 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


A A 

0.0 


Primary Thl rest 


0.0 


Bronchial epithehum 
TNFalpha + ILlbeta 


0.0 


i.a...<aij^n. ir . fi v.mn.r.iHTiniii.iriit7T" nr m n..>-. .. i 

Primary Th2 rest 


0.0 

^ ^_ 


Small airway epithehum 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


1111- „r , 1 • , 

0.0 


KU-8 1 2 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0,0 

— ^ ^ ^ 


KU-8 12 (Basophil) 
PMA/ionomycin 

■ 1 f ' • 1 ■ ' - V V ^ rf t, r -.1 < 


0.0 

.. — .t...* aUta 1 4 Ifr "i-XXAV, ..»iiii»Kiiiti<ii« 1 


2ry Thl/Th2/Trl anti- 
CD95CH11 


A A 

u.O 


CCDl 106 (Keratinocytes) 

none 


U.U 


LAK cells rest 


A A 
0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


U.U 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL- 12 


0.0 [ 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


A A 
0.0 


xir^T urioo ny^v^A 

NCl-rLiyz none 


U.U 


LAK cells IL-2+IL- 18 


0.0 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


A A 


HPAEC TNF alpha + IL-1 
beta 


U.U 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 

..i.fli.i. fHi.l.i BIT IT ■ J.— 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


■rr-T-T r a... mini.if>T..i r -r — — firmiiiiffiiiTiiniT ( i n r 

Ramos (B cell) 


0.0 


Lung fibroblast IL- 1 3 


0.0 
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ionomycin 








B lymphoc34es PWM 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 
andIL-4 


0.0 


Dermal fibroblast 
CCDl 070 rest 


A A 

0.0 


EOL-1 dbcAMP 


4.1 


Dermal fibroblast 
CCD1070 TNF alpha 


A A 

0.0 


EOL-l dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD1070 IL-1 beta 


0.0 


ijcnaniic ceixs uoiie 




Dermal fibroblast IFN 
gamma 


0 0 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


0,0 


IBD Colitis 2 


18.7 


Monocytes rest 


0.0 


IBD Crohn's 


5.0 


Monocytes LPS 


0.0 


Colon 


4.5 


Macrophages rest 


0.0 


Lung 


6.9 


Macrophages LPS 


0.0 


Thymus 


3.8 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel LSD Summary: Agl579 The GMAL359218_E gene is expressed in the lymph node 
(CT = 31) and to a lesser extent in spleen (CT = 34.9). Therefore, expression of this gene can 
be used to distinguish lymph node and spleen from the other samples on this panel. The 
transcript is also expressed in cirrhotic liver in Panel 4D. Lymph nodes and spleen have many 
similarities: both contain T cells, B cells and other cell types that regulate the function and 
survival of lymphocytes. In chronically inflamed tissues such as cirrhotic liver, lymph node- 
like structures that can include high endothelial venules and germinal centers may be present. 
The transcript encodes a putative GPCR that may play an important role in regulating cellular 
activation or migration through the lymph nodes, spleen or inflamed tissue. Therefore, 
therapies designed with the protein encoded for by this transcript could be important in the 
regulation of lymphocyte function. 

Panel 2.2 Summary: Agl579 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl579 Significant expression of this gene is detected in a liver 
cirrhosis sample (CT = 33.6). Furthermore, expression of this gene is not detected in normal 
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liver in Panel L3D, suggesting that its expression is unique to liver cirrhosis. This gene 
encodes a putative GPCR; therefore, antibodies or small molecule therapeutics could reduce 
or inhibit fibrosis that occurs in liver cirrhosis. In addition, antibodies to this putative GPCR 
could also be used for the diagnosis of liver cirrhosis. 



BL GMAL163152_B: GPCR 

Expression of gene GMAL163152_B was assessed using the primer-probe set 
Agl578, described in Table BIA. Results of the RTQ-PCR runs are shown in Table BIB. 



Table BIA . Probe Name Agl578 



Primers 


■ 

Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward 


5 ' -tctgataatcatggcctttgac-3 ' 


22 i 


329 


498 


Probe 


TET-5 ' -tgtagccatatgtaaacccctgcact--3 ' -TAMRA 


26 ! 


356 


499 


Reverse 


5 ' -ttgtggctcatgattgtcctat-3 ' 


22 ; 


382 


500 



Table BIB. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl578, Run 
165322928 


Tissue Name 


Rel. Exp.(%) 
Agl578, Run 
165322928 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


8.8 


Secondary Th2 act 


11.3 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 

none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.0 


Bronchial epilhelium 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.0 


Small airway epithelium 


0.0 
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none 




Primary Trl rest 


■ ^ 

0.0 


Small airway epitheUum 
TNFalpha + IL-lbeta 


U.U 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondarv CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


U.U 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


U.U 


CD4 lymphocyte none 


0.0 


KU-8 12 (Basophil) 
PMA/ionomycin 


A A 
U.U 


2ry Thl/Th2/Trl_anti- 
CD95CH11 


u.u 


CCDl 106 (Keratinocytes) 
none 


U.U 


By«Wh,.mwmmirmmnifrti»Wffrirrrfiio'Bfmmnw^ 

LAK cells rest 


A A 

U.U 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0 0 

U.U 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL-12 


. 

0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


A A 
U.U 


rN^^i-rizyz none 


U.U 


LAKcellsIL-2+IL-18 


0.0 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


A A 

U.U 


HPAEC TNF alpha + IL- 1 
beta 




PBMC rest 


0.0 


Lung fibroblast none 


0.0 


PBMC PWM 


A A 
U.U 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0 0 

U.U 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos celH 
ionomycin 


0.0 


Lung fibroblast IL-13 


0.0 


B lymphocytes PWM 


A A 

0.0 


Lung fibroblast IFN 
gamma 


U.U 


B lymphocytes CD40L 
and IL-4 


0.0 


Dermal fibroblast 
CCD 1070 rest 


0.0 


EOL-1 dbcAMP 


0.0 

, . , -« 


Dermal fibroblast 
CCD 1070 TNF alpha 


0.0 
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EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD1070IL-1 beta 


0.0 


L/enantic ceiis none 


0 0 


Dermal fibroblast IFN 
gamma 

T 1 -1 — 1 mu.ii rinnii"' -!p..iif.-nr.- ■ — "rvrtr.;i7r..T.,.r...-^."ja — ;v r;-.r.T^.mT..r 


0.0 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


0.0 


Monocytes rest 


0.0 


IBD Crohn s 


U.U 


Monocytes LPS 


U.U 


i^oion 


0 0 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel L3D Summary: Agl578 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 



Panel 2,2 Summary: Agl578 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl578 Significant expression of the GMAL163152_B gene is 
detected in a liver cirrhosis sample (CT = 33.8). Furthermore, expression of this gene is not 
detected in normal liver in Panel 1.3D, suggesting that its expression is unique to liver 
cirrhosis. This gene encodes a putative GPCR; therefore, antibodies or small molecule 
therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In addition, 
antibodies to this putative GPCR could also be used for the diagnosis of liver cirrhosis. 

BJ. GMAL359218_D: GPCR 

Expression of gene GMAL359218_D was assessed using the primer-probe sets 
Agl575, Ag2464 and Ag2465, described in Tables BJA, BJB and BJC. Results of the RTQ- 
PCR runs are shown in Table BID. 



Table BJA . Probe Name Agl575 











SEQ 


Primers 


Sequences 


Length 


Start Position 


ID 








NO: 
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Forwardjs ' -aacctagctttcctggacatgt-3 * 


22 


212 


501 


Probe IteT-S • -tcatttgccactcccaagatgatcag-3 ' -TAMRA 


26 


242 


502 


Reverse \s ' -acatcctccaaaggagatgagt-3 ' \ 


22 : 


289 


503 


Table BJB. Probe Name Ag2464 


Primers 


Sequences 


Length 

gim...imnfin-«r-Mni>wj 


Start Position 


SEQ 
ID 

NO: 


Forward; 


5 ' -cagaatttgtgttgcatgga-3 ' 


20 ; 


45 504 


Probe 1 


,vfr,ii.,i 1 niTi-rT^i-i~-"""-"°-iirri ..^^v....,^.^ . .^ ^■^•o^.^-^-.^raTm n. i-a»,ti-j iMmmMm nJiiiiimirf«riminwi«ni™niiwii<i 

TET-5 ' -ctctgcacttcacgacatcttcaaaa-3 ' -TAMRA; 


26 


65 


505 


Reverse \ 


5 ' -ccagcataatggccacatag~3 ' 


20 


118 


506 


Table BJC. Probe Name Afi2465 


Primersj 


Sequences 


Length 


Start Position 


SEQ 
ID 

NO: 


Forward 


5 ' -cagaatttgtgttgcatgga-3 ' 


20 


45 


507 


Probe 


TET-5 ' -ctctgcacttcacgacatcttcaaaa-3 ' -TAMRA 


26 


65 


508 


Reverse 


5 ' -ccagcataatggccacatag-3 ' 


20 


118 


509 



Table BJD. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl575, Run 
165725924 


Tissue Name 


Rel. Exp.(%) 
Agl575, Run 
165725924 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 

1 11 r run ' ii iii ii !■ 'in ■ i iif ' ir vf w TT-f-rrT' -rr r- 


Secondary Thl act 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0.0 


HUVEC TNF alpha + DFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 

none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 

rnntrmt --mBiiminMwniiiiTiiiiiiriTiiriiffinvffiiiirrfHf irnirwi'nirrrwiiw-i 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Tli2 rest 


0.0 


Small airway epithelium 


0.0 
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none 




Pnmary Trl rest 


1 -, iii-i ■ - - " — 

A A 
O.U 


Small airway epithelium 
TNFalpha + IL-lbeta 




CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + XL- 1 beta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 




Secondary CDS 
lymphocyte act 


0.0 


KU-olz (basopml; rest 


u.u 


CD4 lymphocyte none 


A A 

0.0 


KU-8 12 (Basophil) 
PMA/ionomycin 


u.u 


2ryThl/Th2/Trl_anti- 
CD95CH11 


n 0 


CCDl 106 (Keratinocytes) 

none 


0.0 


LAK cells rest 


n n 
u.u 


CCD 11 06 (Keratinocytes) 
TNFalpha + IL-lbeta 


00 


LAK cells IL-2 


0.9 


Liver cirrhosis 


25.2 


LAK cells IL-2+IL- 12 


100.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


0.0 


>jrT-TT?Q2 none 


22 


LAKcellsIL-2+IL-I8 i 0.0 


NCI-H292 IL-4 


0.0 


LAK cells 

PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


1 0.0 


NCI-H292 IL-13 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha + IL-1 
beta 


06 


PBMC rest 


0.5 


Lung fibroblast none 


1.0 


PBMCPWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


00 


PBMCPHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


1 0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


T ^1 11 A. TT 1 ^ 

Lung fibroblast IL-13 


A A 

U.U 


B lymphocytes PWM 


1 0.0 


Lung fibroblast IFN 
gamma 


0 0 


B lymphocytes CD40L 
andIL-4 


0.0 


Dermal fibroblast 

CCD 1070 rest 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 
CCD1070 TNF alpha 


0.0 
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EOL-1 dbcAMP 

PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


0.0 




0 0 

-^^ " •' as-^ffffftr^-v r^. . 7>7:rx: 


Dermal fibroblast IFN 
gamma 


0.0 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 

— Jt^.t-f. m .r— -■= j 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


1.6 


>nnr!r..inya-a.jr-,7..ii!'n nriig>n^gtTi«f;*im'.7-...BT!.'n.rnrWi mtit — tr ; 

Monocytes rest 


1.1 


IBD Crohn's 


0.0 


Monocytes LFb 


U.U 




V/.O 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


1 2.9 


Thymus 


0.0 


HUVECnone 


1 0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







CNS_neurodegeneration_vLO Summary: Ag 1 5 75/Ag2464/ Ag2465 Expression of this 
gene is low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



Panel 1.3D Summary: Agl 575/Ag2464/Ag2465 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 

Panel 2.2 Summary: Agl575 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl 575 Expression of the GMAL359218_D gene is highest in 
lymphokine-activated killer (LAK cells) treated with IL-2 and IL-1 2 (CT = 3 1 .8), Since these 
cells are involved in tumor immunology and tumor cell clearance, as well as virally and 
bacterial infected cells. Therefore, modulation of the activity of this gene or its protein 
product with a small molecule drug or antibody may alter the functions of these cells and lead 
to improvement of symptoms associated with these conditions. In addition, low expression is 
also detected in a liver cirrhosis sample. Furthermore, no expression in normal liver is seen in 
Panel 1 .3D, suggesting that its expression is unique to liver cirrhosis. This gene encodes a 
putative GPCR; therefore, antibodies or small molecule therapeutics could reduce or inhibit 
fibrosis that occurs in liver cirrhosis. In addition, antibodies to this putative GPCR could also 
be used for the diagnosis of liver cirrhosis. Ag2464/Ag2465 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 
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BK. GMAL359218_A: GPCR 

Expression of gene GMAL359218_A was assessed using the primer-probe sets 
Agl572 and Agl578, described in Tables BKA and BKB. Results of the RTQ-PCR runs are 
shown in Table BKC. 

5 Table BKA . Probe Name Ag 1 572 



Primers 


Sequences 


Length 


Start Position 


SEQ 
ID 
NO: 


Forward 


5 ' -ttggcaagcaataaaactcttg-3 ' 


22 


796 


510 


Probe 


TET-5 ' -cagttatcacacccttactgaatccga-3 ' -TAMRA 


27 


830 


511 


Reverse \ 


5 ' ~ggcctcttgcattttcttattt-3 ' 


22 


873 


512 

--1 — 



Table BKB . Probe Name Agl578 



Primers 


Sequences 


Lengtli 


Start Position 


SEQ 
ID 
NO: 


Forward 


5 ' -tctgataatcatggcctttgac-3 • 


22 


345 


513 


Probe 


TET-5 • -tgtagccatatgtaaacccctgcact-3 ' -TAMRA 


26 


372 


514 


Reverse 


5 ' -ttgtggctcatgattgtcctat-3 * 


22 


398 


515 



Table BKC. Panel 40 



Tissue Name 


Rel. Exp.(%) 
Agl578, Run 
165322928 


Tissue Name 


Rel, Exp.(%) 
Agl578, Run 
165322928 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


8.8 


Secondary Th2 act 


11.3 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN| 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 

»"K.i<.Mi<ili! f«-„.Mi..i.ili< Ill ri 1 1 iriui^.^t. Ill 1 1 • 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


i...<lii<.iHr,ii 1 

Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


MicrosvasulJir Dermal EC 
TNFalpha + IL-lbeta 


0.0 
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Pnmary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


u.u 


T-v * 1 I'll . 

Pnmary Th2 rest 


A A 

0.0 


Small airway epitheUum 
none 


u.u 


PnmaTy Trl rest 


A A 
0.0 


Small airway epithelium 
TNFalpha + IL-1 beta 


u.u 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coroneiy artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CD8 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


u.u 


Secondary CD8 
lymphocyte act 


0.0 


KU-olz (Basopnilj rest 


A A 
U.U 


CD4 lymphocyte none 


0.0 


KU-8 12 (Basophil) 
PMA/ionomycin 


A A 
U.U 


2ry Thl/Th2/Trl anti- 
CD95CH11 


n 0 


CCDl 106 (Keratinocytes) 
none 


00 


LAiv cells rest 


u.u 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0 0 


,,« i - T,«,tt -i If — ■ ...r 

LAK cells IL-2 


1 fi 1 ^^f^n,... -, — -■ MiiiHiliiWig r .■ . 

0.0 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL- 12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


\}^J 




00 


LAK cells IL-2+IL- 18 


0.0 


NCI-H292 IL-4 


0.0 


LAK cells 

PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


1 wo w ay JviLyK / aay 


u.u 


HPAEC TNF alpha + IL-1 
beta 


00 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 


roMC r WM 


u.u 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0 0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL-13 


0.0 


B lymphocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 


0.0 


Dermal fibroblast 


0.0 
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and IL-4 




CCD 1070 rest 




EOL-l dbcAMP 


0.0 


Dermal fibroblast 
CCD 1070 TNF alpha 


0,0 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


0.0 


Dendritic cells none 


U.U 


Dermal fibroblast IFN 

gamma 


U.U 

•inn tif.BitrTiWi iiiiiorTffi*i-nTi "-^ "nTiniiTiii..anr-ijMh miji 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 

CD40 


00 


IBD Colitis 2 


0.0 


Monocytes rest 


0.0 


IBD Crohn's 


0.0 


Monocytes LPS 


0.0 


Colon 


0.0 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 


< 



Panel 1.3D Summary: Agl572/Agl578 Expression of this gene is low/undetectable (CTs > 
35) across all of the samples on this panel (data not shown). 



Panel 1.1 Summary: Agl572/Agl578 Expression of this gene is low/undetectable (CTs > 
35) across all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl578 Significant expression of this gene is detected in a liver 
cirrhosis sample (CT = 33.8). Furthermore, expression of this gene is not detected in normal 
liver in Panel L3D, suggesting that its expression is unique to liver cirrhosis. This gene 
encodes a putative GPCR; therefore, antibodies or small molecule therapeutics could reduce 
or inhibit fibrosis that occurs in liver cirrhosis. In addition, antibodies to this putative GPCR 
could also be used for the diagnosis of liver cirrhosis. Agl572 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



BL. GMAC006313 A: GPCR 
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Expression of gene GMAC006313_A was assessed using the primer-probe sets 
Agl567 and Agl915, described in Tables BLA and BLB. Results of the RTQ-PCR runs are 
shown in Table BLC. 



Table BLA . Probe Name Agl567 



Primers 


Sequences 


Length 


Start Position: 


SEQID 
NO: 


Forward 


5 ' -cagtgacaccagtctcaatgaa-3 ' 


22 : 


580 


516 


Probe 


TET-5 ' -cttcatccagacagccacggtgttag-3 ' -TAMRA 


26 


625 


517 


Reverse 


5 ' -gaagccataagacaccgtgata-3 ' 


22 


652 


518 



5 Table BLB . Probe Name Agl 9 1 5 



Primers 


Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward 


5 ' -cagtgacaccagtctcaatgaa-3 ' 


22 


580 


519 


Probe 


:TET-5 * -cttcatccagacagccacggtgttag-3 • -TAMRA 


26 


625 


520 


Reverse js • -gaagccataagacaccgtgata-3 ' 


22 


652 


521 



Table BLC. Panel 4D 



Tissue Name 


Rel. 

Exp.(%) ! 
Agl567, 

Run 
165301511 


Rel. 

Exp.(%) 
Agl915, 

Run 
160653158 


Tissue Name 


Rel. 

Exp.(%) 
Agl567, 

Run 
165301511 


Rel. 

Exp.(%) 
Agl915, 

Run 
160653158 


Secondary Thl act 


nil iiiii'n-^--'-"'-^--.-^-^ <n.o;«m>!.<em«^ 

18.2 


29.3 1 

•-rrm-ir-''irrirTfT~™™~™'*'™''~"~''''''"'; 


HUVEC IL-lbeta 


7.7 


9.7 


Secondary Th2 act 


3.6 


14.8 


HUVEC IFN 
gamma 


72.2 


94.6 


Secondary Trl act 


24.0 


24.5 


HUVEC TNF 
alpha + IFN 
gamma 


24.7 


14.7 


Secondary Thl rest 


29.1 


21.2 


HUVEC TNF 
alpha + IL4 


0.0 


15.6 


Secondary Th2 rest 


20.6 


14.6 


HUVEC IL-1 1 


34.4 


47.0 


Secondary Trl rest 


37.4 


23.3 


Lung 

Microvascular EC 
none 


49.7 


61.6 


Primaiy Thl act 


26.8 

■nr. ,„.„r,„r„.„ „ Ml..l«.r. 


4.7 


Lung 

Microvascular EC 
TNFalpha + IL- 

Ibeta 


58.2 


33.0 
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Primary Th2 act 


5.3 


18.4 


Microvascular 
Dermal EC none 


91.4 


57,0 


Primary Trl act 


29.7 


25.2 


Microsvasular 
Dermal EC 

TNFalpha + IL- 
Ibeta 


13.7 


34.9 


Primary Thl rest 


93.3 

f 1 


58.2 

\ . . ..1 


Bronchial 
epithelium 
TNFalpha + 
IL Ibeta 


32.3 


5.2 


Primary Th2 rest 


33.7 


39.0 


Small airwav 
epithelium none 


8.0 


15.3 


Primary Trl rest 


26.8 


5.2 


Small airwav 

epithelium 
TNFalpha + IL- 
Ibeta 


39.5 


39.2 


CD45RA CD4 
lymphocyte act 


5.8 


15.7 


Coronery artery 
SMC rest 


0.0 


0.0 


CD45RO CD4 
lymphocyte act 


22.1 


3.7 


Coroneiy artery 
SMC TNFalpha + 
IL- Ibeta 


9.1 


0.0 


CD8 lymphocyte 
act 


13.7 


10.7 


Astrocytes rest 


0.0 


10.4 


Secondary CDS 
lymphocyte rest 


25.7 


14.1 


Astrocytes 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 


Secondary CDS 
lymphocyte act 


7.6 


5.6 


KU-812 
(Basophil) rest 


16.3 


13.8 


CD4 lymphocyte 
none 


8.1 


5.1 


KIJ-812 

(Basophil) 

PMA/ionomycin 


25.7 


46.7 


2ry 

ini/illZ/iri alill*' 

CD95 CHll 


ion n 


4fi 7 

t..nrni.frninii8iiii«<'!a8iffr,Tr.r..r..T7....«.i!?.ai 


CCD1106 

/'lCprfitiiiopvtft<;^ 

none 


11 8 

:.-i.-:i:i.a-.i;S„;i CT..iv.r.-.\.iNi\\\i\-r' -iW..- 


00 


a..a..iBi«raR..«!msmtr<B'KT. «fr r-f i-n 

LAK cells rest 


rr: mT, , ,y.<,-imrriSS!.ifi.mmmymmii ,«7, „7i,7m; 

14.6 


15.4 


CCD1106 
(Keratinocytes) 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 


LAK cells IL-2 


19.2 


6.7 

. — «_ — . 


Liver cirrhosis 

„ ,, „,o-i^-,-, ^ 


17.0 


22.8 


LAK cells IL- 
2+IL-12 


28.7 


A A 1 

44.1 


Lupus Kidney 






LAK cells IL- 
2+IFN gamma 


32.5 


55.5 


NCI-H292 none 


18.8 


17.0 


LAK cells IL-2+ 
IL-18 


24.1 

.„,r,..i.,ir.i..im.r-i-n - 


12.9 


NCI-H292 IL-4 


14.6 


15.2 



595 



IlAK cells 
|PMA/ionomycin 


0.0 


8.5 


NCI-H292 IL-9 


6.6 

■ fitnn - — — Sws a y.rrnri 


16.4 


NK Cells IL-2 rest 


4.0 


1 11.5 




NCI-H292 IL-13 


0.0 


8.8 


Two Way MLR 3 ; 
day 




111 
11.1 

..am.....*. n..n..n,..,im ...f;. .vyw idf 


NCI-H292 IFN 
gamma 


1 O 1 


A A 

a;f>i...vi>'rvi-,.iW.»r(i.mi.ffn.mitrtifnn7ai.ti<!a 


Two Way MLR 5 : 
day 


lie 

1 1.5 




rlrAbC none 

Jia-aaMJlM■.^lm■^!8^mnmtt™rvMg^ff^l^Vf^"lW\^^^^ 






Two Way MLR 7 
day 


9.8 


13.9 


HPAEC TNF 
alpha + IL-1 beta 


16.4 


62.4 


PBMC rest 


5.2 


0.0 


Lung fibroblast 
none 


13.9 


20.7 


PBMC PWM 


42.3 


23.3 


Lung fibroblast 
TNF alpha + IL-1 
beta 


6.4 


0.0 


PBMC PHA-L 


0.0 




Lung fibroblast 
IL-4 


25.3 




Ramos (B cell) 
none 


28.5 


24,1 


Lung fibroblast 
IL-9 


23.3 


0.0 


Ramos (B cell) 
ionomycin 


0.0 


14.3 


Lung fibroblast 
IL-13 


23.3 


0.3 


B lymphocytes 
PWM 


32.5 


25.3 


Lung fibroblast 
IFN gamma 


4.0 

1 U « 1 Il.«.illiifiiil 


21.8 


B lymphocytes 
CD40L and IL-4 


63.3 


22.5 


Dermal fibroblast 
CCD1070 rest 


29.7 


2.9 


EOL-l dbcAMP 

II II A , 4 


17.4 

T ! ~ . ... f i 


15.1 


Dermal fibroblast 

CCD1070 TNF 
alpha 


72.7 




EOL-l dbcAMP 
PMA/ionomycin 


21.0 


0.0 

■iiirlm.nni.iMIIMXriirn 


Dermal fibroblast 
CCD1070 IL-1 
beta 


5.0 


0.0 


Dendritic cells 
none 


29.9 


0.0 


Dermal fibroblast 
IFN gamma 


12.8 


17.9 






0 0 


Dermal fibroblast 
IL-4 


18 7 


14 4 

faii;.wriMf:fMm»rn'»rfirrrWfTWw<itriirir-r 


Dendritic cells anti- 
CD40 


15.0 


25.9 

; 


ffiD Colitis 2 


7.1 


0.0 


Monocytes rest 


8.4 


14,3 


IBD Crohn's 


0.0 


11.6 


Monocytes LPS j 


11.3 


0,0 


Colon 


36.6 


6.4 


Macrophages rest j 


24.5 


22.5 


Lung 


38.4 


20.7 


Macrophages LPS 1 


0.0 


0.0 


Thymus 


34.4 


21.5 


HUVEC none | 


40.6 


45.4 


Kidney 

1 ^ u = * ! 


60.3 


59.9 


HUVEC starved | 


53.6 


100.0 




1 

i 


9 
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Panel IJD Summary: Apl567/Agl915 Results from two experiments using identical 
probe/primer sets are very disparate and no conclusions can be drawn from the data (data not 
shown). 

Panel 2.2 Summary: Agl567 Expression of this gene is low/undetectable (CTs > 35) across 
5 all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl567/1915 Consistent but low expression of the GMAC006313_A 
gene is observed in kidney, primary Thl and Th2 cells, primary T cells simulated with anti- 
CD95, as well as in HUVEC and HPAEC endothelial cells and dermal fibroblasts. 
Expression of this gene in dermal fibroblast cells is induced by treatment with TNFalpha. The 

10 protein encoded for by the transcript is a putative GPCR that may be important in T cell 
activation or polarization and dermal fibroblast response to proinflammatory cytokines. 
Therefore, therapies designed with the protein encoded for by this transcript could be 
important m diseases mediated by T cells including asthma, IBD, or arthritis. Based on the 
expression of this gene in dermal fibrblasts, these therapies may also be important for the 

1 5 treatment of skin diseases including psoriasis and allergy. 



; ^ BM. CG55970-01 : OLFACTORY RECEPTOR 

13 Expression of gene CG55970-0 1 was assessed using the primer-probe set Ag5095, 

described in Table BMA. Results of the RTQ-PCR runs are shown in Tables BMB and BMC. 

20 Table BMA. Probe Name Ag5095 



Primers 


Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward: 


5 ' -ttctgctgctgctttatgct-3 • 


20j 


94 


522 


Probe 


TET-5 ' -cctgggcaacatcctcatcctcttta-3 ' -TAMRA' 


26 i 


122 


523 


Reverse 


5 ' -gcaagctctgctcttccttt-3 • 


20 ' 


152 


524 



Table BMB . General_screeningjpanel_vl.5 



Tissue Name 


Rel. Exp.(%) 
Ag5095.Run 


Rel. Exp.(%) 
Ag5095, Run 


Tissue Name 


ReL Exp.(%) 
Ag5095. Run 


^iriiiniiiiin.iinnr«iii(nr«4»«.Mniniro r.Ti.-,... 

Rel.Exp.(%) 
Ag5095. Run 
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228727262 


1 229384819 




228727262 


229384819 


Adipose 


0.1 


i 0.1 


Renal ca, TK-10 


0.1 


0.0 


Melanoma* 
Hs688(A).T 


0.0 


0.0 


Bladder 


OA 


0.4 


Melanoma* 
Hs688(B).T 


0.0 


0.0 


Gastric ca. (liver 
met.) NCI-N87 


0.2 


0.2 


Melanoma* 
M14 


0.2 


0.1 


Gastric ca. 
KATO III 


0.2 


0.3 


Melanoma* 
LOXIMVI 


2.0 


1.5 


Colon ca. SW- 
948 


0.0 


0.0 


jvieianonia 
SK-MEL-5 


23.3 


24.3 


Colon ca. SW480 


0.2 


0.2 


Squamous 
cell 

carcinoma 
SCC-4 


0.0 


0.0 


Colon ca.* 
(SW480 met) 
SW620 


1.6 


1.1 


Testis Pool 


02 


0.2 


Colon ca.HT29 


0.0 


0.0 


Prostate ca.* 
(bone met) 
PC-3 


0.0 


0.0 

■....HI lavntt 


Colon ca.HCT- 
116 


100.0 


100.0 


Prostate Pool 


K Ill < ■■...1 

0.1 


0.2 


Colon ca. CaCo- 
2 


0.1 


0.0 


Placenta 


0.0 


; 

0.1 


Colon cancer 
tissue 


0.0 


0.1 


Uterus Pool 


0.2 


0.1 


Colon ca. 
SW1116 


0.0 


0.0 


Ovarian ca 
OVCAR-3 


0.1 


0.1 


Colon ca. Colo- 

205 


0.0 


0.0 


Ovarian ca 

SK-OV-3 


0.5 


0.7 


Colon ca. SW-48 


0.0 


0.0 


Ova nan ca 

OVCAR-4 


0.0 


0.0 


Colon Pool 


0.7 


0.5 


Ovarian ca 
OVCAR-5 


0.0 


0.0 


Small Intestine 
Pool 


0.6 


1.1 


Ovarian ca. 
IGROV-1 


0.0 


0.0 


Stomach Pool 


0.3 


0.3 


Ovarian ca. 
OVCAR-8 


0.0 


0.0 


Bone Marrow 
Pool 


0.3 


0.2 


Ovary 


0.2 


0.3 


Fetal Heart 


0.3 


0.3 


Breast ca. 
MCF-7 


0.0 


; 

0.0 


Heart Pool 


0.2 


0.1 


Breast ca. 

MDA-MB- 

231 

____.__„_ 


0.0 


0.0 


Lymph Node 
Pool 


0.5 


0.6 
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Breast ca. BT 
549 


0.0 


0.0 


Fetal Skeletal 
Muscle 


0.1 


0.1 

r air m ffiiiin.<niiii>.ntwfniKr..r.f...i.f. 


Breast ca. 
T47D 


1 ~. ■■' Til 

0.0 


0.0 


Skeletal Muscle 
Pool 


0.1 


0.0 


Breast ca. 
MDA-N 


22 


3.0 

- .» ..^ - .V. ~ .. , 


Spleen Pool 




0.1 

— ~ . — ^^^^^^ .. , 


0.1 

TT- m trmr— t Tin i-.i.ligjan.B.a.ingBa. 


Breast Pool 

.i.ti.i.nrin R..,i..,.i.i.— .ii~..-....».a.h.»..-a»a; 


0.6 

'„,M%sa\,,mr ifrfiininnfniiinai..nii''.nii.niiitr , i, 


0.4 


Thymus Pool 


I 0.3 


0.4 


Trachea 


0.1 


0.2 

.1 1- 


L/iNo cancer 
(glio/astro) U87- 
MG 


0.0 


0.0 


Lung 


0.3 


0.2 


L/JNo cancer 
(glio/astro) U- 
118-MG 


0.2 


0.2 


Fetal Lune 

'■ 


0.4 


0.7 


CNS cancer 
fneuroimet) SK- 
N-AS 


0.0 


0.0 


Lunff ca NCI-i 
N417 


0.0 


0.0 


CNS cancer 
(astro) SF-539 


: ■ ' " T, >iir , 

0.0 


0.0 


1 


16.7 


19.5 


CNS cancer 
(astro) SNB-75 


0.0 


0.0 


T iinp" f*a 

H146 


0.1 

■ ■ - — 1 


0.0 


CNSI cflficPT 

(glio) SNB-19 


0.0 


0.0 


T iinp" ca 

SHP-77 


0.3 


0.1 


CNS cancer 
(glio) SF-295 


0.3 


0.2 


T IITKX Cfl 

A549 


0.1 


0.0 


RraiTi 

(Amygdala) Pool 


0.0 


0.0 


Lung ca, NCI- 


0.0 


0.0 


Brain 

( cprpHf^Uum^ 


0.0 


0.0 


Lung ca. NCI- 


0.0 


0.0 


Brain (fetal) 


0.1 


0.1 


ii^ii^ .iMiiiii ■infflMMinni 

: 

Lung ca. NCI- 
H460 


0 9 


0 0 


Brain 
Pool 


0 0 


0 0 


T .iiTify ca i 

HOP-62 


0.0 


0.0 


CereHral Cortex 

Pool 


0.0 


0.0 


Lung ca. NCI- 
H522 

^11,1 1 j 


0.0 


0.0 


Brain (Substantia 
nigra) Pool 


0.0 


0.0 


Liver 


0.0 


0.0 


Brain (Thalamus) 
Pool 


0.1 


0.1 


Fetal Liver i 


0.0 


0.1 


Brain (whole) 


0.1 


0.1 


Liver ca. 
HepG2 


0.0 


0.0 


Spinal Cord Pool 


0.0 


0.1 


Kidney Pool 


0.4 


0.9 


Adrenal Gland 


0.1 


0.1 


Fetal Kidney 0.7 


0.5 


Pituitary gland 


0.0 


0.1 
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^, 1 


Pool 






Renal ca. 786- 
0 


0,0 


0.0 


Salivary Gland 


0.0 


0.0 


Renal ca. 
A498 


0.0 


U.U 


1 nyroiQ ^lemaie j 


U.U 


U.U 


Renal ca. 
ACHN 


i B- .tniir.Ti..ti.-a— ..fi«!mriW...T, 

0.0 


- 

0.1 

„. , 


Pancreatic ca. 
CAPAN2 


0.0 


0.0 


Renal ca. UO- 
31 


0.0 

— 


0.0 


Pancreas Pool 


0.5 


0.6 



Table BMC. Panel 4. ID 



Tissue Name 


Rel. Exp.(%) 
Ag5095, Run 
225001774 


Tissue Name 


Rel. Exp.(%) 
Ag5095, Run 
225001774 

^<>*ii.4M...il ll.Hiiiil IfM II ..1.1.1 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.9 


Secondary Trl act 


0.2 


HUVEC TNF alpha + IFN 
gamma 


U.U 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 | 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-11 


0.0 


Secondary Trl rest 


i«8stnaK.i:.mwrt,T.>m.-r t T-m-mr^ixt, it ~ ~ ^ 

0.0 


T.unff Microvascular EC 
none 


0.6 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.3 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.7 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Thl rest 


0.5 


Small airway epithelium 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.8 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.4 


CDS lymphocyte act 


1 . 1 " ' — < — •- ■' ■ 

0.0 


Astrocytes rest 


0.8 


Secondary CDS 

lymphocyte rest 


0.2 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 
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CD4 lymphoc)^e none 


I 

0.0 


KU-812 (Basophil) 

PMA/ionomycin 


0.8 


2ry Thl/Th2/Trl anti- 
CD95 CHI 1 


1 n 


CCDl 106 (Keratinocytes) 

none 


U.U 


LAK cells rest 


U.J 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


U.U 


LAK cells IL-2 


1.2 


Liver cirrhosis 


0.0 


LAK cells IL-2+IL- 12 , 


0.6 


NCI-H292 none 


0.4 


LAK cells IL-2+IFN 

gamma 


U.U 

" - ■"mrmrT'TI - • — '■— ■• ~-~^trmmnmn,T. r^—r 




U.U 


LAK cells IL-2+IL- 18 


0.2 


NCI-H292 IL-9 


0.0 


LAK cells 
PMA/ionomycin 


U.U 




U.U 


NK Cells IL-2 rest 


0.6 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 3 day 


1.8 


HPAEC none 


0.0 


Two Way MLR 5 day 


LI 


HPAEC TNF alpha + IL-1 

beta 


A A 

U.U 


Two Way MLR 7 day 


0.0 


Lung fibroblast none 


0.0 


PBMC rest 


0.8 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.8 


PBMC PWM ! 


0.0 


Lung fibroblast IL-4 


0.4 


PBMC PHA-L 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) none 


17.0 


Lung fibroblast IL- 1 3 


1.2 


ionomycin 


13.2 


Lune fibroblast IFN 

gamma 


0.4 


B lymphocytes PWM 


0.3 


Dermal fibroblast 
CCD1070 rest 


0.0 


— — 

B Ivmohocvtes CD40L 

andIL-4 


0.7 


Dermal fibroblast 
CCD1070 TNF alpha 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


A A 
U.U 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast IFN 
gamma 


1 A 

1.4 


Dendritic cells none 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells LPS 


0.3 


Dermal Fibroblasts rest 


0.0 


Dendritic cells anti- 
CD40 


0 0 


Neutronhik TNFa+LPS 


0 0 


Monocytes rest 


0.0 


Neutrophils rest 


2.0 


Monocytes LPS ! 


0.8 


Colon 


1.6 


Macrophages rest 


1-4 


Lung 


4.6 


Macrophages LPS 


0.0 


Th3anus 


9.4 


HUVECnone 


0.2 


Kidney 


100.0 
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HUVEC starved 


0.4 







CNS_neurodegeneration_vl.O Summary: Ag5095 Expression of this gene is 
low/undetectable (CTs >35) across all of the samples on this panel (data not shown). 



General_screening_panel_vl,5 Summary: AgS095 Expression of the CG55970-01 gene is 
highest in a samples derived from colon cancer cell line HCT 116 (CT = 25-26). In addition, 
there is relatively high expression of this gene in a lung cancer cell line (LX-1) and a 
melanoma cell line (SK-Mel-5). Thus, the expression of this gene could be used to 
distinguish samples derived from these cell lines from other samples in the panel. Moreover, 
therapeutic modulation of this gene, through the use of antibodies, small molecule drugs or 
protein therapeutics, might be of benefit in the treatment of colon cancer, lung cancer or 
melanoma. Among tissues with metaboHc activity, this gene is expressed at low levels in 
pancreas and fetal heart. Therefore, the GPCR encoded by this gene may play a role in 
cardiovascular diseases and/or metabolic diseases, such as diabetes and obesity. Low 
expression is also seen in a number of other normal tissues including thymus, lymph node, 
bone marrow, small intestine, stomach, colon, bladder, lung, breast, and ovary (CTs = 31-35). 

Panel 4.1D Summary: Ag5095 Expression of the CG55970-01 gene is highest in kidney 
(CT = 30). Therefore, the putative GPCR encoded for by this gene could allow cells within 
the kidney to respond to specific microenvironmental signals. Thus, antibody or small 
molecule therapies designed with the protein encoded for by this gene could modulate kidney 
function and be important in the treatment of inflammatory or autoinunune diseases that 
affect the kidney, including lupus and glomerulonephritis. In addition, this gene is expressed 
at low levels in Ramos B cells (CT = 33), consistent with what is observed in Panel 4D. 
Expression of this transcript in B cells suggests that this gene may be involved in rheumatic 
disease including rheumatoid arthritis, lupus, osteoarthritis, and hyperproliferative B cell 
disorders. In addition, expression of this gene could be used to distinguish kidney and Ramos 
B cells from the other samples on this panel. 

BN. CG59396-01: Olfactory Receptor 

Expression of gene CG59396-01 was assessed using the primer-probe set Agl713, 

described in Table BNA. Results of the RTQ-PCR runs are shown in Table BNB. 
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Table BNA . Probe Name Agl713 



Primers 


Sequences 


Length 


Start Position 


SEQ 
roNO: 


M-^ilM--r, — a tii^ US 

Forward 


5 ' -tcattgaccatttcatctgtga-3 ' 


22 


536 


525 


Probe 


TET-5 ' -ccctctgctaaaactctcctgcactga-3 ' -TAMRA 


27 


564 

mini If urtfiv runrrifnriniiTiriir iri'iri 


526 


Reverse 


5 * -caaagagtccaaagacgtgagt-3 ' 


22 


592 


527 



Table BNB. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl713, Run 
165768303 


Tissue Name 


Rei. Exp.(%) 
Agl713, Run 
165768303 


Secondary Thl act 


3.2 


HUVECIL-lbeta 


0.0 


Secondary Th2 act 


3.5 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


4.6 


HU VEC TNF alpha + IFN 
gamma 




Secondary Thl rest 


2.1 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


0.0 

•• « f — ....^w 11 . 1 1 ir r w f K Yi 


-* ' H 

Secondary Trl rest 


0.0 


T imff Microvascular EC 

none 


0.0 


Primary Thl act 


0.0 


T UT\Q IVTicro vascular EC 
TNFalphaH- IL-1 beta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-1 beta 


0.0 


Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.0 

- . - . 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0.0 


KU-812 (Basophil) 
PMA/ionomycin 


0.0 
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2iy Thl/Th2/Trl anti- 
CD95 CHll 


A A 


CCDl 106 (Keratinocytes) 
none 


o n 


LAJv cells rest 


A A 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


U.U 


LAK cells IL-2 


7.6 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL- 12 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


A A 

o.u 


iNUl-xlzyz none 


A A 
U.U 


LAK cells IL-2+IL- 18 


0.0 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


6.5 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha + IL-1 
beta 


A A 
U.U 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 

-im-1 !!■ i>iiiiiMiii«iiin tiiiiiiiiiiiiiiiiiiiiiiiiiiiiii^niiiiiiiviii'iwnirnrnrnririwnimiiinin' 


A A 

MTarnnrtrtaimniiinmwrtmi norar,. mi.it tnnutmtaKtiitamamaatnn 


PBMC PHA-L 


2.6 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


ionomycin 


0.0 


Lung fibroblast IL-13 


0.0 


B lymphocytes PWM 


0.0 


Lunff fibroblast IFN 

gamma 


0.0 


and IL-4 


0.0 


DpTTTifll fibroblast 

CCD1070 rest 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 

CCD1070 TNF alpha 


0.0 


EOL-1 dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


0,0 


Dendntic cells none 


0.0 


Dermal fibroblast IFN 
gamma 


A A 

U.U 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


0 0 




62 0 


Monocytes rest 


0.0 


IBD Crohn's 


n.6 


Monocytes LPS 


0.0 


Colon 


2.6 


Macrophages rest 


0.0 


Lung 


7.6 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 
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Panel 4D Summary: Agl713 Highest expression of the CG59396-01 gene is seen in liver 
cirrhosis (CT=34.1). Furthermore, no expression in normal liver is seen in Panel 1.3D, 
suggesting that its expression is unique to liver cirrhosis. This gene encodes a putative 
GPCR; therefore, antibodies or small molecule therapeutics could reduce or inhibit fibrosis 
that occurs in liver cirrhosis. In addition, antibodies to this putative GPCR could also be used 
for the diagnosis of liver cirrhosis. 

Low but significant expression is also seen in a sample derived fi:om a patient with 
IBD colitis, but not in normal colon. This observation suggests that the protein encoded by 
this gene may be involved in the inflammatory bowel disease process. Therefore, therapeutic 
modulation of the expression or function of this gene product could potentially be usefiil in 
treating the symptoms of this disease. 



BO. GMAC076959_A/CG55804-02: Olfactory Receptor 

Expression of gene GMAC076959_A (also known as CG55804-02) was assessed 
using the primer-probe sets Ag2308, AglSlO, Ag4494 and Agl538, described in Tables 
BOA, BOB, BOC and BOD. Results of the RTQ-PCR runs are shown in Tables BOE, BOF, 
BOG, and BOH. 



Table BOA . Probe Name Ag2308 



Primers 


Sequences 




Length 


Start Position 


SEQ ID 
NO: 


ForwardI 


5 ' -taccgatcatagcacatcatca-3 ' 




22 1 


347 


528 


Probe 


TET-5 ' -tcagacactctgtaatagcaaacgcca-3 * 


-TAMRA 


27 


314 


529 


Reverse 


5 ' -tgctccttgcatacttcagact-3 * 




22 


282 


530 



Table BOB . Probe Name Ag 1 5 1 0 



Primers 


Sequences 


Length 


1 

IStart Position 


SEQ ID 
NO: 


Forward 


5 ' -attctcaagaacggaggaagat-3 ' 




22 \ 


797 


531 


Probe 


TET-5 * -tttacagccttttcaacccgatcctg-3 ' 


-TAMRA 


26 ! 


830 


532 


Reverse \ 


5 ' -tctgcattcctaaggctgtaga-3 ' 


22 


866 


533 



Table BOC . Probe Name Ag4494 
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Primers 


Sequences 


Length 


Start Position: 


SEQID 
NO: 


Forward 


5 ' -attctcaagaacggaggaagat-3 ' 


22 ; 


797 


534 


Probe 


TET-5 ' ~tttacagccttttcaacccgatcctg-3 ' -TAMRA; 


1 26 1 


830 


535 


Reverse 


5 ' -tctgcattcctaaggctgtaga-3 * 


1 22 1 


866 


536 



Table BOD . Probe Name Agl538 



Primers 


Sequences 


Lengthi 


Start Position^ 


SEQID 
NO: 


Forward 


5 ' -aggaagatcctttccctgttt-3 ' 


21 1 


811 


537 


.^,,yiyi«i„f.YT"T'r™""~"™-'" 

Probe 


TET-5 ' -tacagccttttcaacccgatcctgaa-3 ' -TAMRA 


26 


832 


538 


Reverse : 


5 ' -ctctctttagagcccctttcac-3 ' 


22 


889 


539 



Table BOB . CNS_neurodegeneration_vl.O 



II . III! ,.m.,.ii«».m..«.««.«n,.M,n,lni.i.,.^,. 

Tissue Name 


Rel. Exp.(%) Ag2308, 
Run 207970871 


Tissue Name 


Rel. Exp.(%) Ag2308, 
Run 207970871 


AD 1 Hippo 


0.0 


Control (Path) 3 
Temporal Ctx 


0.0 


AD 2 Hippo 


9.8 


Control (Path) 4 
Temporal Ctx 


10.7 


AD 3 Hippo 


0.0 


AD 1 Occipital Ctx 


24.0 


AD 4 Hippo 


18.2 


AD 2 Occipital Ctx 
(Missing) 


0.0 


AD 5 Hippo 


16.6 


AD 3 Occipital Ctx 


0.0 


AD 6 Hippo 


81.8 


AD 4 Occipital Ctx 


1.2 


Control 2 Hippo 


0.0 


AD 5 Occipital Ctx 


1.8 


Control 4 Hippo 


38.7 


AD 6 Occipital Ctx 


1.9 


Control (Path) 3 
Hippo 


1.2 


Control I Occipital 
Ctx 


17.6 


AD 1 Temporal Ctx 


16.4 


Control 2 Occipital 
Ctx 


0.0 


AD 2 Temporal Ctx 


14.6 


Control 3 Occipital 
Ctx 


17.2 


AD 3 Temporal Ctx 


0.0 


Control 4 Occipital 
Ctx 


■ 

30.8 


AD 4 Temporal Ctx 


20.4 


Control (Path) 1 
Occipital Ctx 


0.0 


AD 5 Inf Temporal 
Ctx 


15.1 


Control (Path) 2 

Occipital Ctx 


11.7 


AD 5 Sup 
Temporal Ctx 


27.9 


Control (Path) 3 
Occipital Ctx 


0.0 
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' ■' 

AD 6 Inf Temporal 
Ctx 


13.0 


Control (Path) 4 

Occipital Ctx 


16.7 


AD 6 SuD 
Temporal Ctx 


1.6 


Control 1 Parietal 

Ctx 


0.0 

— nn~f rr- " " *• " 


Control 1 TemDoral 
Ctx 


0,0 


Control 2 Parietal 
Ctx 


0.0 


Control 2 Temnoral 
Ctx 


1.2 


Control 3 Parietal 
Ctx 


0.0 


Control ^ Temnoral 
Ctx i 


100.0 


Control (Path) 1 
Parietal Ctx 


4.0 


Control 3 Temporal 
Ctx 


38.7 


Control (Path) 2 
Parietal Ctx 


A A 
U.U 


Control (Path) 1 
Temporal Ctx 


16.2 


Control (Path) 3 
Parietal Ctx 


10.3 


Control (Path) 2 

Temporal Ctx 


, III • • 1 

0.0 


Control (Path) 4 
Parietal Ctx 


31.0 



Table BOF . General_screening_panel_vl,4 



Tissue Name 


Dpi Fvn ^ 

AglSlO, Run 
222653849 


Rp! Ficn r%V 
Ag4494, Run | 
222666589 


Tissue Name 


Rel. ExD,f 
Agl510,Run 
222653849 


Rel. ExD.f%) 
Ag4494, Run 
222666589 


Adipose 


14.2 


6.1 


Renal ca. TK-10 


8.3 


13.8 


Melanoma* 

Hs688(A).T ^ 


9.0 


0.0 


Bladder 


100.0 


24.3 


Melanoma* 

Hs688(B).T 


4.2 


6.7 


Gastric ca. (liver 
met.) NCI-N87 


3.7 


9.7 


Melanoma* 
M14 


0.0 


0.0 


G^^Sk^: — 

KATOm 


1.7 


8.7 


Melanoma* 
LOXIMVI 


0.0 


0.0 


Colon ca. SW- 
948 


0.0 


0.0 


Melanoma* 
SK-MEL-5 


0.0 


0.0 


Colon ca. SW480 


0.0 


0.0 


Squamous 
cell 

carcinoma 

SCC-4 


0.0 


« ^.-^ — ^ 

0.0 


Colon ca.* 

(SW480 met) 
SW620 


0.0 


8.2 


Testis Pool 


6.9 ' 


0.0 


Colon ca.HT29 


2.4 


0.0 


Prostate ca.* 
(bone met) 
PC-3 


0.0 


0.0 


Colon ca. HCT- 
116 


0.0 


12.8 


Prostate Pool 


10.6 


7.2 


Colon ca. CaCo- 
2 


11.0 


8.4 


Placenta 


2.5 


2.3 


Colon cancer 


19.3 


10.3 
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tissue 






Uterus Pool 

i 




Z.J 


Colon ca. 

swni6 


0 n 


0 0 


Ovarian ca. 
OVCAR-3 1 


IOC 

IZ.j 

_ „ „ „ , „ - 


o.o 


Colon ca. Colo- 
205 

j^.TTinftf^n i-tr.ii^<'.'"a«i..'ftftfa.«*..7Jtaa>*a^aa.r^....nt^i. ■■ 


— .a BTi.lX . frff.-fv 4.— -a.^ 


0 0 

,tr„ im I ta-s-a— rf;. , r 


^....^ ^ 

Ovarian ca. 

SK-OV-3 


2.2 


3.6 


: 

Colon ca. b Vv-4o 


u.u 

■fraw!i..*i™a-— a»— -a...,i;.if.....T...ffr .^a 


u.u 

fc— im..af.....a»r.7.ig.iiiT7.T ~ i i ; 


Ovarian ca. 
OVCAR-4 


0.0 


A A 

u.u 


Colon rOOl 


j.U 


J.J 


mm ii„„i.!i .nirii-n....fiTff..<...s mfii.t 

Ovarian ca. 
OVCAR-5 


A A 

0.0 


■ 

1 T O 

17.2 


Small Intestine 
Pool 


1 1 .u 


CD 


Ovarian ca. 
IGROV-1 


0.0 


0.0 


Stomach Pool 


21.6 


24,8 


Ovarian ca. 
OVCAR-8 


5.7 


0.0 


Bone Marrow 
Pool 


57.4 


22.4 


Ovary 


13.5 

■ 


15.7 i 


Fetal Heart 


0.0 


0.0 


Breast ca. 
MCF-7 


0.0 


3.0 


Heart Pool 


19.1 


7.3 


Breast ca. 

MDA-MB- 

231 


4.0 


2.2 

...-mil .*...,x..y..r.i.,.« •» — 


Lymph Node 
Pool 


27.9 


29.5 


Breast ca. BT 
549 

■ 


1 ^ «< „..M.<rfi^..Xii«i.|./.— 

0.0 


A A 

0.0 


Fetal Skeletal 
Muscle 


U.U 


U.U 


...^■■t,,.* V». , , i 

Breast ca. 
T47D 


16.2 


2.2 


Skeletal Muscle 
Pool 


0.0 


0.0 


Breast ca. 
MDA-N 


0.0 


7.1 


Spleen Pool 


4.3 


5.4 


Breast Pool 


8.3 


0.0 


Thymus Pool 


7.9 


13.1 


Trachea 


7.1 


2.7 


(glio/astro) U87- 
MG 


0.0 


0.0 


Lung 


3.4 


7.2 


r^N^ cancer 

(glio/astro) U- 
118-MG 


6.7 


0.0 


Fetal Lung 


29.9 


34.9 


CNS cancer 
(neuro;met) SK- 
N-AS 


0.0 


0.0 


Lung ca. NCI- 
N417 


0.0 


0.0 


CNS cancer 
(astro) SF-539 


A A 

0.0 


A A 
U.U 


Lung ca. LX- 
1 


9.2 


14.7 


CNS cancer 
(astro) SNB-75 


0.0 


0.0 


Lung ca. NCI- 
H146 


0.0 


0.0 


CNS cancer 
(glio) SNB-19 


0.0 


0.0 


Lung ca. 


0.0 


0.0 


CNS cancer 


0.0 


2.8 
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SHP-77 






(glio) SF-295 






Lung ca. 
A549 


0,0 


0.0 


Brain 

(Amygdala) Pool I 


U.U 


U.U 


Lung ca. NCI-: 
H526 


0.0 


0.0 


Brain 

(cerebellum) 


0.0 


0.0 


Lung ca. NCI-i 
H23 


3.4 


4.1 


Brain (fetal) 


0.0 


6.5 

r-— '..■..a....-..j..«..nfiianaBrain; i.ra...7t.. .jw, 


— ^-.^ 

Lung ca. NCI- 
H460 


0.0 


0.0 


Brain 

(Hippocampus) 
Pool 

■■ ' 1 > 


0.0 


0.0 


Lung ca. 
HOP-62 


3.1 


0.0 


Cerebral Cortex 
Pool 


0.0 


0.0 


Lung ca. NCI- 
H522 


0.0 

.... 


0.0 

1 ■ ' 11 1 r ' 


Brain (Substantia 
nigra) Pool 


0.0 


0.0 

" — - — — 


Liver 


U.U 


U.U 


Brain (Thalamus) 
Pool 


0.0 




Fetal Liver 


6.9 


9.9 


Brain (whole) 


0.0 


0.0 


Liver ca. 
HepG2 


8.8 


14.1 


spinal Cord Pool 0.0 


9.7 


Kidney Pool 


19.2 


4.5 


Adrenal Gland 


3.7 


3.9 


Fetal Kidney 

■ 


70.7 


100.0 


Pituitary gland 
Pool 


0.0 

I.I iti , 1 - >..<■..! 


3.5 


Renal ca 786- 

0 1 


34.6 


32.8 


Salivary Gland 


3.2 


0.0 


Renal ca 
A498 


16.2 


5,9 

...rfij ../ii TT f 1 iij- ; 


Thyroid (female) 


3.2 


3.1 


lA.i.iii .A 

Renal ca. 
ACHN 


ir T ■ 1 - — 1 

3.4 


2.8 


Pancreatic ca. 
CAPAN2 


2.4 


0.0 


Renal ca. UO- 
31 


1.9 


2.6 


Pancreas Pool 


17.9 

; 


18.3 


Table BOG. Panel 1.2 



Tissue Name 


Rel. Exp.(%) AglSlO, 
Run 141938638 


Tissue Name 


Rel. Exp.(%) AglSlO, 
RuQ 141938638 


• • — - • y .... .... J- ; 

Endothelial cells 


0.0 


Renal ca. 786-0 


11.9 


Heart (Fetal) 


0.0 


Renal ca. A498 


24.3 


"' '" 

Pancreas 


0.6 


Renal ca. RXF 393 ; 


22.2 


Pancreatic ca. 
CAPAN 2 


0.3 


Renal ca. ACHN 


2.6 


Adrenal Gland 


2.7 


Renal ca.UO-31 


43.8 


Thyroid 


1.0 


Renal ca. TK-10 


8.2 


Salivary gland 


49.7 


Liver 


11.2 
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Pituitary gland 


0.0 


Liver (fetal) 


3.1 


oram (letai ) 




Liver ca. 

(hepatoblast) HepG2 


J J. 1 


Brain (whole) 


0.0 


Lung 


0.0 


Brain (amygdala) 


0.0 


Lung (fetal) 


0.0 


w— ^ * / 111 \ 

Brain (cerebellum) 


0.0 


Lung ca, (small cell) 
LX-l 


4,6 


Brain (hippocampus) 


0.0 


Lung ca. (small cell) 
NCI-H69 


61.1 


Brain (thalamus) 


0.0 


Lung ca. (s.cell var.) 

SHP-77 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (large 
cell)NCI-H460 


46.7 


Spinal cord 


0.0 


Lung ca. (non-sm. 
cell) A549 


23.0 


— — — 

glio/astro U87-MG 


0,0 


Lung ca. (non-s.cell) 
NCI-H23 


6.1 


glio/astroU-118-MG 


2.3 


Lung ca. (non-s.cell) 
HOP-62 


51.1 


astrocytoma SWl 783 \ 


14,7 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 


neuro*; met SK-N-ASj 


0.0 


Lung ca. (squam.) 
SW 900 


37.9 


astrocytoma SF-539 


4.5 


Lung ca. (squam.) 

NCI-H596 


27.7 


astrocytoma SNB-75 


0.0 


Mammary gland 


15.4 


glioma SNB-19 


13.8 


Breast ca.* (pl.ef) 

MCF-7 


2.5 


glioma U251 


A A 


Breast ca.* (pl.ef) 
MDA-MB-231 


A A 
U.U 


glioma SF-295 


7.3 


Breast ca.* (pi. ef) 
T47D 


1.8 


Heart 


2.8 


Breast ca. BT-549 


6.4 


Skeletal Muscle 


0.0 


Breast ca. MDA-N 


19.9 


Bone marrow 


2.9 


Ovary 


1.7 


Thymus 


0.0 


Ovarian ca. OVCAR- 
3 


6.8 


Spleen 

- — ..-i 


0.0 


Ovarian ca. OVCAR- 
4 


11.8 


Lymph node 


1.3 


Ovarian ca. OVCAR- 
5 


100.0 


Colorectal Tissue 


14.0 


Ovarian ca. OVCAR- 
8 


42.3 
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Stomach 


3.6 


Ovarian ca. IGROV- 
1 

" ....=~....a.-in a s « — ; 


0.0 


oni£iu inicsiine 


V.J 

a.nii..n..i;..in.i t..ramm„n- -■ ..i. ir n ■■ 


Ovarian ca, (ascites) 
SK-OV-3 

■ — " — " " — 


0 0 

..i.n «....nn.ri 1 i.-t Ji..ir.),yr„.^-.T :;i.iinff^ii,,i,rii.i>i.i.Ti .ijrm.. 


Colon ca. SW480 

^^^^^ - ^ , ' 


0.0 


Uterus 


0.3 


Colon ca.* SW620 
(SW480 met) 


U.O 

,e--— ,.ac-jn,,mi{>. ffifi'VTiii-'ir.i-ma ia...a.,aafi. -irti.. rr - -t ~ 


jriaL/Cllui 




Colon ca. HT29 


27.0 


Prostate 


12.1 


Colonca.HCT-116 


7.2 


Prostate ca.* (bone 
met) PC-3 


6.3 


Colon ca. CaCo-2 


0.0 


Testis 


7.1 


Colon ca. Tissue 
(OD03866) 


30.8 


Melanoma 
Hs688(A).T 


11.9 


Colon ca. HCC-2998 


27.5 


Melanoma* (met) 
Hs688(B).T 


27.5 


Gastric ca.* (liver 
met) NCI-N87 


12.6 


Melanoma UACC-62 


0.0 


Bladder 


83.5 


Melanoma M14 


67.4 


Trachea 


0.0 

ji.maKrxsx.r.nr 1 - -.-n-.TriiTCmmmOT.mmrmrn t~iT -rr-n<nTir...-r~'i 


Melanoma LOX 
IMVI 


0.0 


Kidney 


100.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney (fetal) 


14.2 







U Table BOH . Panel 4D 

hp M •! 

:: S s 



Tissue Name 


Rel. Exp.(%) 
Ag2308, Run 
158927487 


Tissue Name 


Rel. Exp.(%) 
Ag2308, Run 
158927487 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


17.4 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 

gamma 

~- n-i-, r-t — r ,~ -■ :.,,mmme;(,ttamirMiSi«iitmifr,ffns,Tfm.!)ii 


0.0 


Secondary Thl rest 


1 Tt — m .nrrrT- ■■ " i.~.sm.. — ■ 

17.2 


HUVEC TOP alpha + \IA 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL- 11 


4.4 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


11.3 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 
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Pnmaiy Thl rest 


24,0 


Bronchial epithelium 

TNFalpha + ILlbeta 




0.0 




Primary Th2 rest 


14,5 


Small airway epithelium 
none 


0.0 




i,n..i.n >ii n . r ' n - — 

Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


15.1 




CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 




CD45RO CD4 
lymphocyte act 


6.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 




CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 




Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 




Secondary CDS 

lymphocyte act 


0.0 


KU-812 (Basophil) rest 

...1. iM,:^ 1— ..-..^.-pMI 


0.0 




1 i .« 

CD4 lymphocyte none 


0.0 


KU-812 (Basophil) 
PMA/ionomycin 


0.0 

i r ,„}IUI,„U il ■MW..fciit.4ll ^WI>.Bi<I..UiniW.<I.I.MII».l 1.1 


n 


2ry Thl/Th2/Trl anti- 
CD95CH11 




CCDl 106 (Keratinocytes) 
none 


u.u 


, 


LAJv cells rest 


A A 

^ 1 .........„....,< .,,.1 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


A (\ 

u.u 




LAK cells IL-2 


0.0 


Liver cirrhosis 


29.1 




LAK cells IL-2+IL- 12 


0.0 


Lupus kidney 


9.9 




LAK cells IL-2+IFN 
gamma 


1 o 

21.0 


XT/^T XJOm 

iNCl-JiZyz none 


Zo.o 


is ; 


LAK cells IL-2+ IL-18 


0.0 


NCI-H292 IL-4 


28.7 




LAK cells 

PMA/ionomycin 


0.0 


NCI-H292 IL-9 


37.9 




NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 




Two Way MLR 3 day 


10.6 


NCI-H292 IFN gamma 


13.3 




Two Way MLR 5 day 


21.5 


HPAEC none 


0.0 




Two Way MLR 7 day 


A A 

0,0 


HPAECTNF alpha + IL-1 
beta 


A A 
0.0 




PBMC rest 


0.0 

■«im..nmnni»n«r xr - n 1 1 «r m i Tm 1 1 ffi m . ,T, .m-ft/r. 


Lung fibroblast none 


11.3 




PBMC PWM 


A A 

0.0 


Lung fibroblast TNF alpha 

+ IL-1 beta 

1 mrmfr;-.s.nrB.«rf^v:.ra.i;«.ginK.ff7;;nK8.K"T i~ ~r;iiii«aifc.im'«iKBM 


A A 

0,0 




PBMC PHA-L 


14.6 


Lung fibroblast IL-4 


18.6 




Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 




Ramos (B cell) 
ionomycin 


0.0 


Lung fibroblast IL-13 


15.9 

i-.a.— n iiigii.n.a...BiAi.iiiiH..iai«i>ia!!!H.tKa«t.^B.a.j 




B lymphocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


22.2 




B lymphocytes CD40L 


0.0 


Dermal fibroblast 


0.0 
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andIL-4 




CCD 1070 rest 




EOL-l dbcAMP 


0.0 


Dermal fibroblast 
CCD1070TNF alpha 


6.1 


EOL-l dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 beta 


0.0 


Dendntic cells none 


u.u 


Dermal fibroblast IFN 

gamma 




Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


27.5 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


0.0 


Monocytes rest 


0.0 


IBD Crohn's 


0.0 


Monocytes LPS 


0.0 


Colon 


8.7 


Macrophages rest 


7.5 


Lung 


47,0 


Macrophages LPS 


0.0 


Thymus 


100.0 


HUVEC none 


0.0 


Kidney 


5.8 


HUVEC starved 


0.0 







CNS_neurodegeneration_vl.O Summary: Ag2308 The GMAC076959_A gene is expressed at 
low levels in the brains of both normal and Alzheimer's disease patients and encodes a 
putative GPCR, Several neurotransmitter receptors are GPCRs, including the dopamine 
receptor family, the serotonin receptor family, the GABAB receptor, muscarinic 
acetylcholine receptors, and others; thus this GPCR may represent a novel neurotransmitter 
receptor. Targeting various neurotransmitter receptors (dopamine, serotonin) has proven to 
be an effective therapy in psychiatric illnesses such as schizophrenia, bipolar disorder, and 
depression. Furthermore, the cerebral cortex and hippocampus are regions of the brain that 
are known to be involved in Alzheimer's disease, seizure disorders, and in the normal process 
of memory formation. Therefore, therapeutic modulation of this gene or its protein product 
may be beneficial in the treatment of one or more of these diseases, as may stimulation and/or 
blockade of the receptor coded for by the gene. Agl510/Ag4494 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 

References: 

1 . El Yacoubi M, Ledent C, Parmentier M, Bertorelli R, Ongini E, Costentin J, Vaugeois JM. 
Adenosine A2A receptor antagonists are potential antidepressants: evidence based on 
pharmacology and A2A receptor knockout mice. Br J Pharmacol 2001 Sep;134(l):68-77 
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1 . Adenosine, an ubiquitous neuromodulator, and its analogues have been shown to produce 
'depressant' effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated 'depressant' 
effect. 2. We have designed studies to assess whether adenosine A2A receptor antagonists, or 
genetic inactivation of the receptor would be effective in established screening procedures, 
such as tail suspension and forced swim tests, which are predictive of clinical antidepressant 
activity. 3. Adenosine A2A receptor knockout mice were found to be less sensitive to 
'depressant' challenges than their wildtype littermates. Consistently, the adenosine A2A 
receptor blockers SCH 58261 (1 - 10 mg kg(-l), i.p.) and KW 6002 (0.1 - 10 mg kg(-l), p,o.) 
reduced the total immobility time in the tail suspension test. 4. The efficacy of adenosine 
A2A receptor antagonists in reducing immobility time in the tail suspension test was 
confirmed and extended in two groups of mice. Specifically, SCH 58261 (1 - 10 mg kg(-l)) 
and ZM 241385 (15 - 60 mg kg(-l)) were effective in mice previously screened for having 
high immobility time, while SCH 58261 at 10 mg kg(-l) reduced immobility of mice that 
were selectively bred for their spontaneous 'helplessness' in this assay. 5. Additional 
experiments were carried out using the forced swim test SCH 58261 at 10 mg kg(-l) reduced 
the immobility time by 61%, while KW 6002 decreased the total immobility time at the doses 
of 1 and 10 mg kg(-l) by 75 and 79%, respectively. 6. Administration of the dopamine D2 
receptor antagonist haloperidol (50 - 200 microg kg(-l) i.p.) prevented the antidepressant-like 
effects elicited by SCH 58261 (10 mg kg(-l) i,p,) in forced swim test whereas it left unaltered 
its stimulant motor effects. 7. In conclusion, these data support the hypothesis that A2A 
receptor antagonists prolong escape-directed behaviour in two screening tests for 
antidepressants. Altogether the results support the hypothesis that blockade of the adenosine 
A2A receptor might be an interesting target for the development of effective antidepressant 
agents. 

2. Blier P. Pharmacology of rapid-onset antidepressant treatment strategies. Clin Psychiatry 
2001;62 Suppl 15:12-7 

Although selective serotonin reuptake inhibitors (SSRIs) block serotonin (5-HT) reuptake 
rapidly, their therapeutic action is delayed. The increase in synaptic 5-HT activates feedback 
mechanisms mediated by 5-HT 1 A (cell body) and 5-HT IB (terminal) autoreceptors, which, 
respectively, reduce the firing in 5-HT neurons and decrease the amount of 5-HT released per 
action potential resulting in attenuated 5-HT neurotransmission. Long-term treatment 
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desensitizes the inhibitory 5-HTl autoreceptors, and 5-HT neurotransmission is enhanced. 
The time course of these events is similar to the delay of clinical action. The addition of 
pindolol, which blocks 5-HT 1 A receptors, to SSRI treatment decouples the feedback 
inhibition of 5-HT neuron firing and accelerates and enhances the antidepressant response. 
The neuronal circuitry of the 5-HT and norepinephrine (NE) systems and their connections to 
forebrain areas believed to be involved in depression has been dissected. The firing of 5-HT 
neurons in the raphe nuclei is driven, at least partly, by alpha 1-adrenoceptor-mediated 
excitatory inputs from NE neurons. Inhibitory alpha2-adrenoceptors on the NE 
neuroterminals form part of a feedback control mechanism. Mirtazapine, an antagonist at 
alpha2-adrenoceptors, does not enhance 5-HT neurotransmission directly but disinhibits the 
NE activation of 5-HT neurons and thereby increases 5-HT neurotransmission by a 
mechanism that does not require a time-dependent desensitization of receptors. These 
neurobiological phenomena may underlie the apparently faster onset of action of mirtazapine 
compared with the SSRIs. 

3. Tranquillini ME, Reggiani A. Glycine-site antagonists and stroke. Expert Opin Investig 
Drugs 1999Nov;8(ll):1837-1848 

The excitatory amino acid, (S)-glutamic acid, plays an important role in controlling many 
neuronal processes. Its action is mediated by two main groups of receptors: the ionotropic 
receptors (which include NMDA, AMPA and kainic acid subtypes) and the metabotropic 
receptors (mGluR(l-8)) mediating G-protein coupled responses. This review focuses on the 
strychnine insensitive glycine binding site located on the NMDA receptor chaimel, and on the 
possible use of selective antagonists for the treatment of stroke. Stroke is a devastating 
disease caused by a sudden vascular accident. Neurochemically, a massive release of 
glutamate occurs in neuronal tissue; this overactivates the NMDA receptor, leading to 
increased intracellular calcium influx, which causes neuronal cell death through necrosis. 
NMDA receptor activation strongly depends upon the presence of glycine as a co-agonist. 
Therefore, the administration of a glycine antagonist can block overactivation of NMDA 
receptors, thus preserving neurones from damage. The glycine antagonists currently 
identified can be divided into five main categories depending on their chemical structure: 
indoles, tetrahydroquinolines, benzoazepines, quinoxalinediones and pyrida-zinoquinolines. 
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4. Monopoli A, Lozza G, Forlani A, Mattavelli A, Ongini E. Blockade of adenosine A2A 
receptors by SCH 58261 results in neuroprotective effects in cerebral ischaemia in rats. 
Neuroreport 1998 Dec l;9(17):3955-9 

Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
we assessed whether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0.01 
mg/kg either i.p. or i.v.) administered to normotensive rats 10 min after ischaemia markedly 
reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0,05). Similar 
effects were observed when SCH 58261 (0,01 mg/kg, i.p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially useful biological target for the reduction of brain injury. 

General_screeiiingj)anel_vl.4 Summary: Agl510/Ag4494 Results from two experiments 
using probe/primer sets with identical sequences gave results that are in good agreement. 
Expression of the GMAC076959_A gene is highest in the bladder and fetal kidney 
(CTs=32.5-33.5). Thus, expression of this gene could be used to distinguish bladder and 
kidney from the other samples on this panel. In addition, this gene may play a role in the 
normal fiinctioning of these organs. 

Panel 1.2 Summary: Agl510 Moderate expression of the GMAC076959_A gene is 
detected in both adult kidney tissue and ovarian cancer cell lines (CTs = 31.4). This result 
suggests that expression of this gene could be used to distinguish kidney and ovarian cancer 
cell lines from the other samples on this panel. This gene is also expressed at low levels in a 
wide variety of both healthy tissues and cancerous cell lines. Healthy tissues demonstrating 
significant expression of the GMAC076959_A gene include bladder and salivary gland 
tissue. This result is consistent with what is observed in General_screeningjpanel_vl.4. 
Cancerous cell lines demonstrating expression of the GMAC076959_A gene include lung, 
kidney, colon and other ovarian cancer cell lines. Thus, expression of this gene could 
potentially be used to distinguish cancer cells from their normal counterparts. Furthermore, 
therapeutic modulation of the activity of this gene or its protein product, using small 
molecule drugs or antibodies, may be of utility in the treatment of ovarian, lung, kidney or 
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colon cancer. Agl538 Expression of this gene is low/undetectable (CTs > 35) across all of the 
samples in this panel (data not shown). 

Panel 1.3D Summary: Ag2308 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples in this panel (data not shown). 

Panel 4.1D Summary: Agl510/Ag4494 Expression of this gene is low/undetectable (CTs > 
35) across all of the samples in this panel (data not shown). 

Panel 4D Summary: Ag2308 Expression of the GMAC076959_A gene is detected in the 
thymus (CT == 33,3) and lung (CT = 34.4). Thus, expression of this gene could be used as a 
marker to detect the presence of thymus or lung tissue. The putative GPCR encoded for by 
this gene may also play an important role in the normal homeostasis of these tissues. 
Therefore, therapeutics designed with the GMAC076959_A gene protein product could be 
important for maintaining or restoring normal function to these organs during inflammation. 
Agl538 Expression of the GMAC076959_A gene is low/undetectable (CT values > 35) 
across all of the samples on this panel (data not shown). 

BP. GMAC076959_C/CG92751-02: Olfactory Receptor 

Expression of gene GMAC076959_C (also known as CG92751-02) was assessed 
using the primer-probe set Agl511, described in Table BP A. Results of the RTQ-PCR runs 
are shown in Tables BPB, BPC, BPD and BPE. 

Table BP A . Probe Name Agl51 1 



Primers 


Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward 


5 ' -ccacttctgtgaaatcctgtct-3 ' 


22 


523 


540 


Probe 


TET-5 • -ctcaagttggcctgtgctgacacct-3 » -TAMRA 


25 

i,ii;<r,ii Hi 1 ifiia--- JCri.aM.4i 


548 


541 


Reverse js ' -gcaaagatgaccacctggtt-3 ' 


20 j 


578 


542 



Table BPB. Panel 1.2 



Tissue Name 


Rel. Exp.(%) AglSll, 
Run 141980901 


Tissue Name 


Rel. Exp.(%) AglSll, 
Run 141980901 


Endothelial cells 


0.1 


Renal ca. 786-0 


10.7 
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Heart (Fetal) 


0,6 


Renal ca. A498 


9.7 


Pancreas 


0.3 


Renal ca. RXF 393 


11.0 


Pancreatic ca. 
CAPAN 2 


0 8 


Renal ca ACHN 


20 6 


Adrenal Gland 


14.2 


Renal ca. UO-3 1 


26.1 


Thyroid 


0.8 


Renal ca. TK-10 


10.6 


Salivary gland 


27.0 


Liver 


6.4 


Pituitary gland 


0.2 


Liver (fetal) 


1.1 


Brain (fetal) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


6.1 


„^«.p».^— ~. — -.--.—.—.I-——..—— 

Brain (whole) 


0.0 


Lung 


0.4 


Brain (amygdala) 


0.2 


Lung (fetal) 


0.6 


Brain (cerebellum) 


0.4 

' ' 


T iinp" ca i small celH 

LX-1 


12.2 


Brain (hippocampus) 


1.8 


J^Ull^ \^CLt 1 OlllCili W'Al / 

NCI-H69 


7.1 


Brain (thalamus) 


0.9 


SHP-77 


0.0 


Cerebral Cortex 


1.5 


cell)NCI-H460 


8.6 


Spinal cord 


0.1 


T iitio" c.ik ^nnn-Qm 

cell) A549 


2.7 


glio/astro U87-MG 


0.0 


NCI-H23 


5.8 


glio/astroU-118-MG 


0.0 


T iiiicr cm ^nrtTi-Q ppII^ 

HOP-62 


14.9 


astrocytoma SW1783 


0.2 


T iiTiCT r*Ji In/^Ti— c f*l 1 

NCI-H522 


0.1 


neuro*; met SK-N-AS 


0.0 


Lung ca. (squam.) 

SW 900 


16.4 


astrocytoma SF-539 


0.1 


Lung ca. (squam.) 
NCI-H596 


4.0 


astrocytoma SNB-75 


0.0 


Mammary gland 


6.4 


glioma SNB-1 9 


1.1 


MCF-7 


1.2 


glioma U25 1 


0.0 


Breast ca.* (pl.ef) 
MDA-MB-231 


2.1 


in'- ... ~\ \ 


5 8 


Breast ca.* (pi. ef) 
T47D 


92 


Heart 


30.6 


Breast ca. BT-549 


0.3 


Skeletal Muscle 


0.8 


Breast ca. MDA-N 


19.1 


Bone marrow 


2.8 


Ovary 


4.2 


Thymus 


0.1 


Ovarian ca. OVCAR- 


4.9 
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3 




Spleen 


1.0 


Ovarian ca. OVCAR- 
4 


23.8 


Lymph node 


0.5 


Ovarian ca. OVCAR- 
5 


23.8 


Colorectal Tissue 


1.8 


Ovarian ca. OVCAR- 

8 


31.9 


Stomach 


0.7 


Ovarian ca. IGROV- 
1 


1.0 


Small intestine 


0. / 


Ovarian ca. (ascites) 
SK-OV-3 


lU.O 


Colon ca. SW480 


1.5 


Uterus 


0.4 


Colon ca * SW620 
(SW480 met) 


7.7 


Placenta 


1 1 
1.1 


— , , « ^ - — -Tr.-.:-^^' ~r~tr- rf —w — 5B 

Colon ca. HT29 


3.0 


Prostate 


10.4 


Colon ca.HCT- 116 


5.2 


Prostate ca.* (bone 
met) PC-3 


14.3 


Colon ca. CaCo-2 


2.6 


Testis 


0.3 


Colon ca Tissue 
(OD03866) 


4.5 


Melanoma 
Hs688(A).T 


7.5 


Colon ca. HCC-2998 


14.3 


Melanoma* (met) 
Hs688(B).T 


11.7 


Gastric ca.* (liver 
met) NCI-N87 


2.1 


Melanoma UACC-62 


0.4 


Bladder 


43.2 


Melanoma M14 


11.3 


Trachea 


0.0 


Melanoma LOX 
IMVI 


0.0 


Kidney 


100.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney (fetal) 


13.1 







Table BPC. Panel 2D 



Tissue Name 


Rel. Exp.(%) 
AglSll, Run 
145420468 


Tissue Name 


Rel. Exp.(%) 
AglSll, Run 
145420468 


Normal Colon 


16.2 


Kidney Margin 

8120608 


5.9 


CC Well to Mod Diff 

(OD03866) 


3.3 


Kidney Cancer 

8120613 


0.0 


CC Margin (OD03 866) : 


0.0 

1 » • 1 1 1 T 


Kidney Margin 
8120614 


3.4 


CC Gr.2 rectosigmoid 
(OD03868) 


1.6 


Kidney Cancer 
9010320 


3.5 



619 



CC Margin (OD03868) 


1.6 


Kidney Margin 
9010321 


6.7 


CC Mod Diff 

(ODO3920) 


6.0 


■V T IT Tj^ 

Normal Uterus 

■.a«TTam-rtrm,y..,irrt& r"imimBim4( fin,.,iii,t, nmr- 


5.3 


CC Margin (OD03 920) 


5.7 


Uterus Cancer 
064011 


36,9 


CC Gr.2 ascend colon 
fOD03921) 


1.9 


Normal Thyroid 


31.9 


CC Margin (OD03921) | 


1.8 


Thyroid Cancer 
064010 


34.2 


CC fix)m Partial 
Heoatectomv (ODO4309)! 
Mets 


4.2 


Thyroid Cancer 
A302152 


12.2 


Liver Margin 
(ODO4309) 


0.8 


Thyroid Margin 
A302153 


52.5 


Colon mets to lung 
(OD04451-01) 


9.5 


Normal Breast 


42.0 


Lung Margin (OD0445 1 - ^ ^ 
02) 


Breast Cancer 
(OD04566) 


17.8 




Normal Prostate 6546-1 1 14.1 

i 


Breast Cancer 
(OD04590-01) 


24.7 


Prostate Cancer 
(OD04410) 


12.2 


Breast Cancer Mets 
(OD04590-03) 


62.4 


Prostate Margin 
(OD04410) 


32.5 


Breast Cancer 

Metastasis 
(OD04655-05) 


47.3 


Prostate Cancer ' 
(OD04720-01) 


27.7 


Breast Cancer 064006 


15.9 


Prostate Margin 
(OD04720-02) ■ 


38.7 


Breast Cancer 1024 


24.8 


Normal Lung 061010 ; 

■ 


100.0 


Breast Cancer 
9100266 


7.6 


Lung Met to Muscle ' 
(OD04286) 


13.2 


Breast Margin 
9100265 


11.7 


Muscle Margin 
(OD04286) 


3.1 


Breast Cancer 
A209073 


AH 'X 
4 /.J 


—nri-Y vrrwrigatwaigwf BfrniTf-iTMrmm .aua-.r/j-m^ i.xrjxtlie:i,Tm. rrm^ntmtrrrrfm, 

Lung Malignant Cancer . 
(OD03126) 


14.6 


Breast Margin 
A2090734 

• 


12 9 


Lung Margin (OD03126) 


9.0 


Normal Liver 


5.4 


Lung Cancer (OD04404) \ 4.2 


Liver Cancer 064003 


5.3 


Lung Margin (OD04404) j 5.2 


Liver Cancer 1025 


1.8 


Lung Cancer (OD04565) | 7.4 


Liver Cancer 1026 


0.0 

1' ■ 


Lung Margin (OD04565) 


23.3 


Liver Cancer 6004-T 


5.2 


Lung Cancer (OD04237- . 


19.2 


Liver Tissue 6004-N 


5.2 
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01) 1 








Lung Margin (OD04237- \ 
02) 1 


3.9 


Liver Cancer 6005- 1 


0.0 


Ocular Mel Met to Liver i 
(ODO4310) 1 


31.4 


Liver Tissue 6005-N 

. , , „„. .J 


0.0 




Liver Marrin 
(ODO4310) 


3.0 


Normal Bladder 


29.7 


ir!nanfi«..i-.iinmfif..- — r riivt^v ■..t.v.t,.^-t.i..?..^ ~ — s4 

Melanoma Mets to Luns 
(OD04321) 


7,6 


Bladder Cancer 1023 


A A 

4.4 


Lung Margin (OD04321) 


8.1 


Bladder Cancer 
A302173 


11.3 


Normal Kidney 


93.3 


Bladder Cancer 
(OD047 18-01) 


6.7 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


33.4 


Bladder Normal 

Adjacent (OD047 18- 
03) 


5.0 


Kidnev Margin 
(OD04338) 


24.8 


Normal Ovary 


0,8 


Kidney Ca Nuclear srade 
1/2 (OD04339) 


85.9 


Ovarian Cancer 
064008 


7.2 


Kidnev Margin 

(OD04339) 


33.2 


Ovarian Cancer 
(OD04768-07) 


8.6 


Kidrtftv Ca Clear cell 

type (OD04340) 


22.5 


Ovarv Margin 
(OD04768-08) 


4.1 


Kidnev Marffin 

(OD04340) 


40.9 

« . - . . 


Normal Stomach 


8.5 


Kidnev Ca Nuclear 

grade 3 (OD04348) 


3.0 

: 


Gastric Cancer 
9060358 


0.6 


(OD04348) \ 


52.9 


Stomach Marein 
9060359 


1.4 


(OD04622-01) ; 


36.1 


Gastric Cancer 
9060395 


5.7 


fTidnev A4^ar(Tin 

(OD04622-03) 


19.1 


Stomach Marsin 
9060394 


3.0 


Kidney Cancer 
(OD04450-01) 


22.8 


Gastric Cancer 
9060397 


5.1 


Kidney Margin 
(OD04450-03) 


1 42.6 


Stomach Margin 
9060396 


1.0 


Kidney Cancer 8120607 


0.5 


Gastric Cancer 
064005 


15.6 



Table BPD. Panel 4D 



I Tissue Name 



ReL ExD.f%) 



Tissue Name 



ReL Exv.(%) 
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AglSll, Run 
146090941 




AglSll, Run 
146090941 




Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


: S 


Secondary Th2 act 


8.4 


HUVEC IFN gamma 


66.0 




Secondary Trl act 


Q 1 


HUVEC TNF alpha + IFN 
gamma 


7 1 




Secondary Thl rest 


14.7 


HUVEC TNF alpha + IL4 


0.0 


■ 


Secondary Th2 rest 


0.0 


HUVEC IL-1 1 


0.0 




Secondary Trl rest 


27.2 


Lung Microvascular EC 
none 


0.0 




Primary Thl act 


4.5 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0,0 




Primary Th2 act 


5.4 


Microvascular Dermal EC 
none 


0.0 




Primary Trl act 


7.7 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


i: z 


Primary Thl rest 


65.1 


Bronchial eoithelium 
TNFalpha + ILlbeta 


0.0 




Primary Th2 rest 


40.3 


Small airway epithelium 
none 


0.0 




Primary Trl rest 


17.1 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


ri '..1 


CD45RA CD4 
l)miphocyte act 


1.1 


Coronery artery SMC rest 


6.6 


ft 


CD45RO CD4 
lymphocyte act 


15.9 

■ ■■" It'll 


Coroneiy artery SMC 
TNFalpha + IL-lbeta 


17.4 




CDS lymphocyte act 


3.7 


Astrocytes rest 


0.0 




lymphocyte rest 


4.2 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 




lymphocyte act 


3.6 


KU-8 1 2 (Basophil) rest 


0.0 

■ 




CD4 lymphocyte none 


8.8 


KU-812 (Basophil) 
PMA/ionomycin 


0.0 




2ry Thl/Th2/Trl anti- 
CD95 CHI 1 


33.2 


CCD 1 106 (Keratinocytes) 
none 


u.u 




LAK cells rest 


7.3 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


u.u 




LAK cells IL-2 


10.0 


Liver cirrhosis 


68.8 




LAK cells IL-2+IL- 12 


6.3 


Lupus kidney 


17.2 




LAK cells IL-2+IFN 
gamma 


3.5 


NCI-H292 none 


0.0 




LAK cells IL-2+IL-18 


4.5 


1NCI-H292 IL-4 


0.0 




LAK cells 


5.0 


1NCI-H292 IL-9 


I 0.0 
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PMA/ionomycin 








NK Cells IL-2 rest 


6.6 


NCI-H292IL-13 


3.2 


Two Way MLR 3 day 


14.6 


NCI-H292 IFN gamma 


10.7 


Two Way MLR 5 day 


0.0 


HPAEC none 


12.7 

..^-.^^ — , , — . ,., .^.^..i,^,.^ 


Iwo Way MLK / day 




HPAECTNF alpha + IL-1 
beta 


12.2 


PBMC rest 


3.6 


Lung fibroblast none 


9.0 


PBMC PWM 


9.5 


Lung fibroblast TNF alpha 
+ IL-1 beta 


A A 

0.0 


PBMC PHA-L 


9.2 


Lung fibroblast IL-4 


3.3 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


35.1 


Ramos fB celH 
ionomycin 


0.0 


Lung fibroblast IL-13 


4.1 


B lymphocytes PWM 


0.0 


Luns fibroblast IFN 
gamma 


71.7 


B Ivmohocvtes CD40L 
and IL-4 


0.0 


Dennal fibroblast 
CCD 1070 rest 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 

CCD 1070 TNF alpha 


10.7 


EOL-1 dbcAMP 

PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 lL-1 beta 


7.1 


Dendritic cells none 


A A 


Dermal fibroblast IFN 
gamma 


8.6 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


14.3 


Dendritic cells anti- 
CD40 




, . ..»»,rn.,.»..,m,.,.«nn«r„.».n,...,n..^n.n,^ 


in 9 


Monocytes rest 


0.0 


IBD Crohn's 


5.8 


Monocytes LPS 


0.0 


Colon 


8.0 


Macrophages rest 


5.4 


Lung 


21.5 


Macrophages LPS 


4.9 


Thymus 


100.0 


HUVEC none 


0.0 


Kidney 


33.9 


HUVEC starved 


0.0 







Panel 1.2 Summary: Agl511 Expression of the GMAC076959_C gene is highest in a 
sample derived fi:om normal kidney tissue (CT = 27.4). Other normal tissues that show 
substantial expression are adrenal gland, salivary gland, heart and bladder. In addition, there 
is substantial expression in cell lines derived fi'om cancers including colon cancer, renal 
cancer and ovarian cancer. Thus, the expression of this gene could be used to distinguish 
normal kidney, adrenal gland, salivary gland, heart and bladder form other samples in the 
panel. Moreover, therapeutic modulation of this gene, through the use of antibodies, small 
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molecule drugs or protein therapeutics might be of use in the treatment of colon, renal or 
ovarian cancer. 

This gene represents a novel G-protein coupled receptor (GPCR) that also shows 
expression in the brain. The GPCR family of receptors contains a large number of 
neurotransmitter receptors, including the dopamine, serotonin, a and p-adrenergic, 
acetylcholine muscarinic, histamine, peptide, and metabotropic glutamate receptors. GPCRs 
are excellent drug targets in various neurologic and psychiatric diseases. All antipsychotics 
have been shown to act at the dopamine D2 receptor; similarly novel antipsychotics also act 
at the serotonergic receptor, and often the muscarinic and adrenergic receptors as well. While 
the majority of antidepressants can be classified as selective serotonin reuptake inhibitors, 
blockade of the 5-HTl A and a2 adrenergic receptors increases the effects of these drugs. The 
GPCRs are also of use as drug targets in the treatment of stroke. Blockade of the glutamate 
receptors may decrease the neuronal death resulting from excitotoxicity; ftirther more the 
purinergic receptors have also been implicated as drug targets in the treatment of cerebral 
ischemia. The P-adrenergic receptors have been implicated in the treatment of ADHD with 
Ritalin, while the a-adrenergic receptors have been imphcated in memory. Therefore, this 
gene may be of use as a small molecule target for the treatment of any of the described 
diseases. 

References: 

1 . El Yacoubi M, Ledent C, Parmentier M, Bertorelli R, Ongini E, Costentin J, Vaugeois JM. 
Adenosine A2A receptor antagonists are potential antidepressants: evidence based on 
pharmacology and A2A receptor knockout mice. Br J Pharmacol 2001 Sep;l 34(l):68-77 

1. Adenosine, an ubiquitous neuromodulator, and its analogues have been shown to produce 
^depressant' effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated 'depressant' 
effect. 2. We have designed studies to assess whether adenosine A2A receptor antagonists, or 
genetic inactivation of the receptor would be effective in established screening procedures, 
such as tail suspension and forced swim tests, which are predictive of clinical antidepressant 
activity. 3. Adenosine A2A receptor knockout mice were found to be less sensitive to 
'depressant' challenges than their wildtype littermates. Consistently, the adenosine A2A 
receptor blockers SCH 58261 (1 - 10 mg kg(-l), i.p,) and KW 6002 (0.1 - 10 mg kg(-l), p.o.) 
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reduced the total immobility time in the tail suspension test. 4. The efficacy of adenosine 
A2A receptor antagonists in reducing immobility time in the tail suspension test was 
confirmed and extended in two groups of mice. Specifically, SCH 58261 (1 - 10 mg kg(-l)) 
and ZM 241385 (15 - 60 mg kg(-l)) were effective in mice previously screened for having 
high immobility time, while SCH 58261 at 10 mg kg(-l) reduced immobility of mice that 
were selectively bred for their spontaneous 'helplessness* in this assay. 5. Additional 
experiments were carried out using the forced swim test. SCH 58261 at 10 mg kg(-l) reduced 
the immobility time by 61%, while KW 6002 decreased the total immobility time at the doses 
of 1 and 10 mg kg(-l) by 75 and 79%, respectively. 6. Administration of the dopamine D2 
receptor antagonist haloperidol (50 - 200 microg kg(-l) i.p.) prevented the antidepressant-like 
effects elicited by SCH 58261 (10 mg kg(-l) i.p.) in forced swim test whereas it left unaltered 
its stimulant motor effects. 7. In conclusion, these data support the hypothesis that A2A 
receptor antagonists prolong escape-directed behaviour in two screening tests for 
antidepressants. Altogether the results support the hypothesis that blockade of the adenosine 
A2A receptor might be an interesting target for the development of effective antidepressant 
agents. 

2. Blier P. Pharmacology of rapid-onset antidepressant treatment strategies. Clin Psychiatry 
2001;62 Suppl 15:12-7 

Although selective serotonin reuptake inhibitors (SSRIs) block serotonin (5-HT) reuptake 
rapidly, their therapeutic action is delayed. The increase in synaptic 5-HT activates feedback 
mechanisms mediated by 5-HTlA (cell body) and 5-HTlB (terminal) autoreceptors, which, 
respectively, reduce the firing in 5-HT neurons and decrease the amount of 5-HT released per 
action potential resulting in attenuated 5-HT neurotransmission. Long-term treatment 
desensitizes the inhibitory 5-HTl autoreceptors, and 5-HT neurotransmission is enhanced. 
The time course of these events is similar to the delay of clinical action. The addition of 
pindolol, which blocks 5-HTlA receptors, to SSRI treatment decouples the feedback 
inhibition of 5-HT neuron firing and accelerates and enhances the antidepressant response. 
The neuronal circuitry of the 5-HT and norepinephrine (NE) systems and their connections to 
forebrain areas believed to be involved in depression has been dissected. The firing of 5-HT 
neurons in the raphe nuclei is driven, at least partly, by alpha 1-adrenoceptor-mediated 
excitatory inputs from NE neurons. Inhibitory alpha2-adrenoceptors on the NE 
neuroterminals form part of a feedback control mechanism. Mirtazapine, an antagonist at 
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alpha2-adrenoceptors, does not enhance 5-HT neurotransmission directly but disinhibits the 
NE activation of 5-HT neurons and thereby increases 5-HT neurotransmission by a 
mechanism that does not require a time-dependent desensitization of receptors. These 
neurobiological phenomena may underlie the apparently faster onset of action of mirtazapine 
compared with the SSRIs. 

3. Tranquillini ME, Reggiani A. Glycine-site antagonists and stroke. Expert Opin Investig 
Drugs 1999 Nov;8(ll): 1837-1 848 

The excitatory amino acid, (S)-glutamic acid, plays an important role in controlling many 
neuronal processes. Its action is mediated by two main groups of receptors: the ionotropic 
receptors (which include NMDA, AMPA and kainic acid subtypes) and the metabotropic 
receptors (mGluR(l-8)) mediating G-protein coupled responses. This review focuses on the 
strychnine insensitive glycine binding site located on the NMDA receptor channel, and on the 
possible use of selective antagonists for the treatment of stroke. Stroke is a devastating 
disease caused by a sudden vascular accident. Neurochemically, a massive release of 
glutamate occurs in neuronal tissue; this overactivates the NMDA receptor, leading to 
increased intracellular calcium influx, which causes neuronal cell death through necrosis. 
NMDA receptor activation strongly depends upon the presence of glycine as a co-agonist. 
Therefore, the administration of a glycine antagonist can block overactivation of NMDA 
receptors, thus preserving neurones from damage. The glycine antagonists currently 
identified can be divided into five main categories depending on their chemical structure: 
indoles, tetrahydroquinolines, benzoazepines, quinoxalinediones and pyrida-zinoquinolines. 

4. Monopoli A, Lozza G, Forlani A, Mattavelli A, Ongini E. Blockade of adenosine A2A 
receptors by SCH 58261 results in neuroprotective effects in cerebral ischaemia in rats. 
Neuroreport 1998 Dec l;9(17):3955-9 Related Articles, Books, LinkOut 

Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
we assessed whether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0.01 
mg/kg either i.p. or i.v.) administered to normotensive rats 10 min after ischaemia markedly 
reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0.05). Similar 
effects were observed when SCH 58261 (0.01 mg/kg, i.p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
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58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially useful biological target for the reduction of brain injury. 

Panel 1.3D Summary: AglSll Data from this experiment is not included because of a 
potential problem in one of the wells (data not shown). 

5 Panel 2D Summary: Agl511 (run# 145420468) Expression of this gene is highest in a 
sample derived from normal lung tissue (CT = 32). In addition, there is substantial expression 
associated with normal kidney tissue; this result is consistent with what is observed in Panel 
1.2. Of note was the clustered expression associated with kidney derived tissues and prostate 
derived tissues. Thus, the expression of this gene could be used to distinguish normal lung, 
10 kidney or prostate tissue from the other tissues in the panel. Moreover, therapeutic 
modulation of this gene, through the use of antibodies, small molecule drugs or protein 
therapeutics might be of use in the treatment of kidney or prostate cancer. AglSll 
(run#145017306) This experiment must be discounted due to experimental difficulties (bad 
amp plot). 

15 Panel 4D Summary: Agl511 Expression of this gene is low/undetectable (CTs > 35) across 
all of the samples on this panel (data not shown). 

BQ- GMAC076959_D: GPCR 

Expression of gene GMAC076959_D was assessed using the primer-probe set 
20 Agl512, described in Table BQA. Results of the RTQ-PCR runs are shown in Tables BQB, 
BQC, BQD and BQE. 

Table BOA . Probe Name Agl512 



Primers 


Sequences 


Length 


Start Position 


SEQID 
NO: 


iirriiiiinrninifiiiiMiiirMiH.nciii 

Forward 


5 ' -cttcttctaaggttgccgttct-3 ' 


22 


483 


543 


Probe 


TET-5 ' -ccgggatgtgaaccacctcttctgt-3 ' -TAMRA 


25 


512 


544 


Reverse 


5 ' -gcttgaggacagacagaatttc-3 ' 


22 ^ 


537 


545 



Table BQB . CNS neurodegeneration vl.O 
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Tissue Name 


j Rel. Exp.(%) Agl512, 
1 Run 207575552 


Tissue Name 


Rel. Exp.(%) Agl512, 
Run 207575552 




AD 1 Hippo 


0.0 


Control (Path) 3 

Temporal Ctx 


3.0 




jtWJ z rlippo 




Control (Path) 4 
Temporal Ctx 






AD 3 Hippo 


0.0 


AD 1 Occipital Ctx 


9.0 




AD 4 HiDOO 


4.9 


AD 2 Occipital Ctx 
(Missing) 


00 




AD 5 Hippo 


6.6 


AD 3 Occipital Ctx 


0.0 




AD 6 Hippo 


3.2 


AD 4 Occipital Ctx 


100.0 




Control 2 Hippo 


0.0 


AD 5 Occipital Ctx 


2.9 




Control 4 Hippo 


41.5 


AD 6 Occipital Ctx 


7.1 




Control (Path) 3 
Hippo 


10.7 


Control 1 Occipital 
Ctx 


0.0 




AD 1 Temporal Ctx 


21.8 


Control 2 Occipital 
Ctx 


0.0 


• '! 


AD 2 Temporal Ctx 


6.0 


Control 3 Occipital 
Ctx 


17.3 


* £ * 


AD 3 Temporal Ctx 


0.0 


Control 4 Occioital 
Ctx 


16.5 


MP 


AD 4 Temporal Ctx 


12.4 

i 


Control (Path) 1 

Occipital Ctx 


2.7 


Si 


AD 5 Inf Temporal 
Ctx 


20.9 


Control (Path) 2 
Occipital Ctx 


0.0 




ADS Sup 
Temporal Ctx 


22.7 


Control (Path) 3 
Occipital Ctx 


4.2 


3 : ii 


AD 6 Inf Temporal 
Ctx 


11.0 


Control (Path) 4 
Occipital Ctx 


5.1 




AD 6 Sup 

Temporal Ctx 

■"' ' 


2.7 


Control 1 Parietal 
Ctx 


0.0 




Control 1 Temporal 
Ctx 


0.0 


Control 2 Parietal 
Ctx 


11.9 




Control 2 Temporal 
Ctx 


0.0 


Control 3 Parietal 
Ctx 


0.0 




Control 3 Temporal \ 

Ctx 


2.9 


Control (Path) 1 

A A VA XiT A V A A A # A 

Parietal Ctx 


0.0 




Control 3 Temporal \ 
Ctx 


11.1 


Control (Path) 2 
Parietal Ctx 


rntr )fnmium, i tmn *r t ii.4irf>i¥ti<wniJi<ii.i*i«di.,.i m w f.iiif ,Wfa«»<,4„„^ 

3.8 




Control (Path) 1 
Temporal Ctx 


0.0 


Control (Path) 3 
Parietal Ctx 


14.6 


* 


Control (Path) 2 
Temporal Ctx 


0.0 


Control (Path) 4 
Parietal Ctx 


23.3 
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Table BOC . Panel 1.2 



Tissue Name 

aajf..diM.ii-.M;.,i.i.i,r....\- -^.■iK.t.''Aa..ii...?B...r.'.,'ii>...iatf>ima...uir.T.j..*. 


ReL Exp.(%) Agl512, 
Run 141962551 


Tissue Name 


ReL Exp.(%) Agl512, 
Run 141962551 


bnaotnelial cells 


A A 

0.0 


Renal ca. 786-0 


24.7 


Heart (retal) 


A O 

0,8 


Renal ca. A498 


9.0 


rancreas 


2.3 


Renal ca. RXF 393 


10.7 


Pancreatic ca. 

CAr AN 2 


0.8 


Renal ca. ACHN 


9.6 


Adrenal Cjland 


5.3 


Renal ca, UO-3 1 


24.8 


ihyroid 


L2 


Renal ca. TK-10 


24.3 


Salivary gland 


36.1 


Liver 


7.9 


Pituitary gland 


0.2 


Liver (fetal) 


1.7 


Brain CfetaH 


0 0 


Liver ca. 

(hepatoblast) HepG2 


Z.O 


Brain (whole) 


0.0 


Lung 


0.3 


Brain (amygdala) 


0.9 


Lung (fetal) 


0.6 


Brain (cerebellum) 


A n 

0.7 


Lung ca. (small cell) 
LX-1 


25.5 


Bram (hippocampus) 


0.7 

■ 


Lung ca. (small cell) 
NCI-H69 


45.7 


Bram (thalamus) 


0.9 

— ~ -- 


Lung ca. (s.cell var.) 
SHP-77 


1.2 

■ ■ ■ ■ ■ ■•■ ' - ■ ■ ^. , . ■ 


Cerebral Cortex 


1.2 


Lung ca. (large 
cell)NCI-H460 


6.0 


Spmal cord 


0.4 


Lung ca. (non-sm. 
cell) A549 


7.7 


gho/astro U87-MG 


A A 

0.0 


Lung ca. (non-s.cell) 

NCI-H23 




5.0 


^1 * / J T T "110 » It 

glio/astro U-1 18-MG 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


■■r-i-iiiiriiiifr«rwiofiifliiMi».fiiii ■■ir»«nm«ii«intii«iiiiii.riiinniiiii.it iiiii 

10.7 


astrocytoma SW 1783 


1.2 


Lung ca. (non-s.cl) 
NCI-H522 


1.8 


Neuro*; met SK-N- 
AS 


0.8 


Lung ca. (squam.) 
SW 900 


45.7 


astrocytoma SF-539 


0.7 


Lung ca. (squam.) 
NCI-H596 


20 6 


astrocytoma SNB-75 


0.7 


Mammary gland 


14.3 


glioma SNB- 19 


4 7 


Breast ca.* (pl.ef) 
MCF-7 


7.4 


glioma U251 


2 5 


Breast ca.* (pl.ef) 
MDA-MB-231 


0.9 


glioma SF-295 


6.3 ] 


Breast ca.* (pi. ef) j 


16.7 
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T47D 






Heart 


13.4 


Breast ca. BT-549 


1.0 




Skeletal Muscle 


2.5 


Breast ca. MDA-N 


21.8 




Bone marrow 


0.4 


Ovary 


2.3 




Thymus 


0.0 


Ovarian ca. OVCAR- 
3 


11.9 




Spleen 


0.4 


Ovarian ca. OVCAR- 
4 


22.1 




Lymph node 


0.2 


Ovarian ca. OVCAR- 
5 


42.6 




Colorectal Tissue 


5.2 


Ovarian ca. OVCAR- 

8 


54.7 




Stomach 


■ ■wt..iw.nw«>.ri.i..ri.i...r.i.i..~ HB ii ■.■ii.i.ia.i.ii ' 

3.1 


Ovarian ca. IGROV- 
1 


4.6 












omali mtestme 


'7 A 


Ovarian ca. (ascites) 
SK-OV-3 


O.O 




Colon ca. SW480 


1.7 


Uterus 


5.3 




Colon ca.* SW620 
(SW480 met) 


1 A n 
lU.U 


riacenta 


U. / 


if's |i 


Colon ca. HT29 


12.5 


Prostate 


17.8 


f rij 


Colon ca. HCT-116 


12.9 


Prostate ca.* (bone 
met) PC-3 


12.0 




Colon ca. CaCo-2 


4.4 


Testis 


0.3 




Colon ca Tissue 


12.9 


Melanoma 


2.4 




(OD03866) 


Hs688(A).T 


' ' *J 


Colon ca. HCC-2998 


64.6 


Melanoma* (met) 
Hs688(B).T 


14.5 




Gastric ca.* (liver 
met) NCI-N87 


6.7 


Melanoma UACC-62 


0.0 




Bladder 


47.6 


Melanoma M14 


38.4 




Trachea 


1.0 


Melanoma LOX 
IMVI 


0.0 




Kidney 


100.0 


Melanoma* (met) 
SK-MEL-5 


0.0 




Kidney (fetal) 


6.5 







Table BOD . Panel 2D 



Tissue Name 


Rel. Exp.(%) 
Agl512, Run 
144873351 


Tissue Name 


Rel. Exp,(%) 
Agl512, Run 
144873351 


• 

Normal Colon 


41.5 


Kidney Margin 
8120608 


2.0 
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CC Well to Mod Diff | 
(OD03866) 1 


Kidney Cancer 
8120613 


0.5 


CC Margin (OD03866) 


i 

4.4 


Kidney Margin 
8120614 


4.3 


ClCl fir 2 rectosigmoid 
(OD03868) 


4.1 


Kidney Cancer 
9010320 


2,0 


CC Margin (OD03868) 


0.0 


Kidney Margin 
9010321 


5.6 


CC Mod Diff 
(ODO3920) 


8.8 


Normal Uterus 


1.4 


CC Margin (ODO3920) 


14.4 

1 - - 1 


Uterus Cancer 
064011 


18.2 




CC Gr.2 ascend colon 


3.6 


Normal Thyroid 


15.2 


CC Margin (OD03921) 


4.1 


Thyroid Cancer 
064010 


31.9 


CC from Partial 

Mets 




Thyroid Cancer 
A302152 

■ V r 


8.8 

1 'l y - . J , , ^ „. 


(ODO4309) 


3.1 


Thyroid Margin 
A302153 


37.4 


(OD04451-01) 


2.8 


Normal Breast 


53.2 


Lung Margin (OD04451- 


3.0 


Breast Cancer 
(OD04566) 


13.5 


Normal Prostate 6546-1 


17.4 


Breast Cancer 
fOD04590-01) 


16.7 


Prostate Cancer 


11.2 


Breast Cancer Mets 
(OD04590-03) 


9.6 


Prostate Margin 
(OD04410) 


91 0 


Breast Cancer 

Metastasis 

(OD04655-05) 

■.iiiifnnmniir»r.wiinmriiinimrii'ffiii.nifir(r K.nwmmKmmmnmmmr 


11.3 


rrosiaxe v^ancer 
(OD04720-01) 


20.9 


Breast Cancer 064006 


11.2 


rrosiaiie iviargin 
(OD04720-02) 


17.0 


Breast Cancer 1024 


14.7 


Normal Lung 061010 


14.9 


Breast Cancer 
9100266 


1.2 


Lung Met to Muscle j 
(OD04286) 


0.6 


Breast Margin 
9100265 


6.6 


Muscle Margin 

(OD04286) 


0.0 


Breast Cancer 

A209073 


20.7 


Lung Malignant Cancer 

(OD03126) 


18.0 


Breast Margin 
A2090734 


27.0 
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Lung Margin (OD03126) 


5.8 


Normal Liver 


7.7 


Lung Cancer (OD04404) 


12.2 


jLiver Cancer 064003 


5.4 


Lung Margin (OD04404) 


14.6 iLiver Cancer 1025 


3.5 


Lung Cancer (OD04565) 


2.6 


Liver Cancer 1026 


0.0 


Lung Margin (OD04565) 





Liver uancer oUU4- 1 


3.8 


Lung Cancer (OD04237- 
01) 


46.3 


Liver Tissue 6004-N 


6.7 


Lung Margin (OD04237- 
02) 


3.7 


Liver Cancer 6005-T 


0.8 


Ocular Mel Met to Liver 
(ODO4310) 


2.8 


Liver Tissue 6005-N 


0.0 


Liver Margin 
(ODO4310) 


0.9 


Normal Bladder 


11.3 


Melanoma Mets to Lung 
(OD04321) 


2.3 


Bladder Cancer 1023 


1.2 


Lung Margin (OD04321) 


13.2 


Bladder Cancer 
A302173 


12.8 


Normal Kidney 

: 


100.0 


Bladder Cancer 
(OD047 18-01) 


0.0 


Kidney Ca, Nuclear 
grade 2 (OD04338) 


22.8 


Bladder Normal 

Adjacent (OD047 18- 

03) 


2.1 


Kidnev Margin 
(OD04338) 


28.5 


Normal Ovary 


0.5 


Kidnev Ca Nuclear ^rade 
1/2 (OD04339) 


25.2 


Ovarian Cancer 
064008 


2.9 


Kidnev Marein 
(OD04339) 


35.1 

■fir ... . . . 


Ovarian Cancer 

(OD04768-07) 


17.8 


Kidnev Ca» Clear cell 
type (OD04340) 


13.9 


Ovary Margin 
(OD04768-08) 


2.1 


Kidnev Marein 
(OD04340) 


34.9 


Normal Stomach 


10.3 


Kidnev Ca Nuclear 

Jka^V*XX^ T X^v^^ X ^ V^WXwV^X 

grade 3 (OD04348) 


0.8 


Gastric Cancer 
9060358 


0.0 


Kidnev Marein 
(OD04348) 

* - - - - — ■ ■ . . . "... • . . . 


31.2 


Stomach Margin 

y\jO\)jjy 


1.9 


Kidney Cancer 
(OD04622-01) 


22.2 


Gastric Cancer 
9060395 


4.0 


Kidney Margin 
(OD04622-03) 


2.6 


Stomach Margin 
9060394 


4.5 


Kidney Cancer 

(OD04450-01) 


11.7 


Gastric Cancer 

9060397 


11.7 


Kidney Margin 
(OD04450-03) 


25 9 


Stomach Margin 
9060396 


0.0 
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Kidney Cancer 8120607 



0.0 



iGastric Cancer 
1064005 



3.8 



■iWHMii 



Table BOE . Panel 4D 



Tissue Name 


ReL Exp.(%) 
Agl512, Run 
146090942 


Tissue Name 


ReL Exp.(%) 
AgI512, Run 
146090942 


Secondary Thl act 


1.8 


HUVEC IL-lbeta 


0.0 

„„ ______ „ . .... «, 


Secondary Th2 act 


9.4 


HUVEC IFN gamma 


9.5 


Secondary Trl act 


3.8 




HUVEC TNF alpha + IFN 
gamma 


19.2 


Secondary Thl rest 


5.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


2.0 


HUVEC IL- 11 


0.0 


Secondary Trl rest 


4.5 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


3.6 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Pnmary Thl rest 


14.3 


Bronchial epithelium 
TNFalpha + ILlbeta 


4.2 


Primary Th2 rest 


7.2 


Small airway epithelium 
none 


1.9 


Pnmary Trl rest 


7.2 


Small airway epithelium 
TNFalpha + IL-lbeta 


24.0 


CD45RA CD4 
lymphocyte act 


2.4 


Coronery artery SMC rest | 


12.7 


CD45RO CD4 
lymphocyte act 


8,2 


Coroneiy artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CD8 
lymphocyte rest 


U.U 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


2.0 


KU-812 (Basophil) rest 


1.6 


CE)4 lymphocyte none 


1.6 


KU-8 12 (Basophil) 
PMA/ionomycin 

. . ■ . ■ „. „ i 


0.0 

■1 « tin J <!.< iiWi III'.. 1 — ■' 


2ry Thl/Th2/Trl anti- 
CD95 CHll 


4.2 


CCDl 106 (Keratinocytes) 
none 


0.7 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


3.6 


LAK cells IL-2 


1.9 


Liver cirrhosis 


42.6 
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LAK cells IL-2+IL-12 


0.9 


Lupus kidney 


9.7 


LAK cells IL-2+IFN 
gamma 


^ 9 


NCI-H292 none 


25.9 


LAK cells IL-2+IL- 18 


rr,i,..i..».^.w..r...r., i -.n,...!,...! ,„,.■.■.■»,»>«..»..« 

1.5 


NCI-H292 IL-4 


47.6 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


34.2 


NK Cells IL-2 rest 


2.6 


NCI-H292 IL-13 


4.9 


Two Way MLR 3 day 


7.0 


NCI-H292 IFN gamma 


15.4 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


iwo way iYiJLiv / Clay 




HPAEC TNF alpha + IL-1 
beta 


00 


PBMC rest 


0.0 


Lung fibroblast none 


12.0 


roMC r WM 


1 n 


Limg fibroblast TNF alpha 
+ IL-1 beta 


0 0 


PBMC PHA-L 


6.0 


Lung fibroblast IL-4 


18.9 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


10.1 


Ramos (B cell) 
ionomycin 


0.0 


Lung iibroolast lL-13 


1 /C ^ 

lO.D 


B lymphocytes PWM 


9.3 


Lung fibroblast IFN 

gamma 


18.7 


B lymphocytes CD40L 
and IL-4 


14.3 


Dermal fibroblast 
CCD 1070 rest 


1 o 

1.8 


EOL-l dbcAMP 


0.0 


Dermal fibroblast 
CCD1070 TNF alpha 


j.i 


EOH dbcAMP 
PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD1070 IL-1 beta 


2.6 


Dendntic cells none 




Dermal fibroblast IFN 

gamma 


0 0 


Dendritic cells LPS 


0.5 


Dermal fibroblast IL-4 


5.9 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


6.7 


Monocytes rest 


0.0 


IBD Crohn's 


12.0 


Monocytes LPS 


0.0 


Colon 


iy,o 


Macrophages rest 


0.0 


Lung 


8.0 


Macrophages LPS 


0.0 


Thymus 


100.0 


HUVEC none 


0.0 


Kidney 


18.8 


HUVEC starved 


0.0 







CNS_neurodegeneration_vLO Summary: Agl512 No difference in the expression of this 
gene was detected in the postmortem brains of Alzheimer's diseased patients when compared 
to controls; however this panel demonstrates the expression of this gene in the brains of an 
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independent group of subjects. See Panel 1.3D for a discussion of the potential utility in 
treatment of central nervous system diseases. 

Panel 1,2 Summary: Agl512 Expression of the GMAC076959_D gene is highest in a 
sample derived from normal adult kidney tissue (CT=28.1). This observation is consistent 
with what is observed in Panel 2D. Of particular interest is the difference in expression of 
this gene in adult kidney (CT = 28) versus fetal kidney (CT = 32). Thus, the expression of 
this gene could be used to distinguish adult kidney from fetal kidney tissue. In addition, there 
is substantial expression of this gene in a number of other normal tissues, including prostate, 
mammary gland, bladder, heart and salivary gland. Therefore, expression of this gene could 
be used to distinguish these samples from other samples in the panel. In addition, there 
appears to be substantial GMAC076959_D gene expression in samples derived from a 
number of cancer cell lines, including colon, renal, lung and ovarian cancer cell lines. 
Therapeutic modulation of this gene or its protein product, through the use of antibodies, 
small molecule drugs or protein therapeutics, might be of benefit in the treatment of colon, 
renal, lung or ovarian cancer. 

This gene represents a novel G-protein coupled receptor (GPCR) that also shows low 
expression in the brain. The GPCR family of receptors contains a large number of 
neurotransmitter receptors, including the dopamine, serotonin, a and |3-adrenergic, 
acetylcholine muscarinic, histamine, peptide, and metabotropic glutaraate receptors. GPCRs 
are excellent drug targets in various neurologic and psychiatric diseases. All antipsychotics 
have been shown to act at the dopamine D2 receptor; similarly novel antipsychotics also act 
at the serotonergic receptor, and often the muscarinic and adrenergic receptors as well. While 
the majority of antidepressants can be classified as selective serotonin reuptake inhibitors, 
blockade of the 5-HTl A and a2 adrenergic receptors increases the effects of these drugs. The 
GPCRs are also of use as drug targets in the treatment of stroke. Blockade of the glutamate 
receptors may decrease the neuronal death resulting from excitotoxicity; further more the 
purinergic receptors have also been implicated as drug targets in the treatment of cerebral 
ischemia. The p-adrenergic receptors have been implicated in the treatment of ADHD with 
Ritalin, while the a-adrenergic receptors have been implicated in memory. Therefore this 
gene may be of use as a small molecule target for the treatment of any of the described 
diseases. 
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El Yacoubi M, Ledent C, Parmentier M, Bertorelli R, Ongini E, Costentin J, Vaugeois JM. 
Adenosine A2A receptor antagonists are potential antidepressants: evidence based on 
pharmacology and A2A receptor knockout mice. Br J Pharmacol 2001 Sep; 1 34(1 ):68-77 

1. Adenosine, an ubiquitous neuromodulator, and its analogues have been shown to produce 
^depressant' effects in animal models believed to be relevant to depressive disorders, while 
adenosine receptor antagonists have been found to reverse adenosine-mediated 'depressant* 
effect. 2. We have designed studies to assess whether adenosine A2A receptor antagonists, or 
genetic inactivation of the receptor would be effective in established screening procedures, 
such as tail suspension and forced swim tests, which are predictive of clinical antidepressant 
activity. 3. Adenosine A2A receptor knockout mice were found to be less sensitive to 
'depressant' challenges than their wildtype littermates. Consistently, the adenosine A2A 
receptor blockers SCH 58261 (1 - 10 mg kg(-l), i.p.) and KW 6002 (0.1 - 10 mg kg(-l), p.o.) 
reduced the total immobility time in the tail suspension test. 4. The efficacy of adenosine 
A2A receptor antagonists in reducing immobility time in the tail suspension test was 
confirmed and extended in two groups of mice. Specifically, SCH 58261 (1 - 10 mg kg(-l)) 
and ZM 241385 (15 - 60 mg kg(-l)) were effective in mice previously screened for having 
high immobility time, while SCH 58261 at 10 mg kg(-l) reduced immobility of mice that 
were selectively bred for their spontaneous 'helplessness' in this assay. 5. Additional 
experiments were carried out using the forced swim test. SCH 58261 at 10 mg kg(-l) reduced 
the immobility time by 61%, while KW 6002 decreased the total immobility time at the doses 
of 1 and 10 mg kg(-l) by 75 and 79%, respectively. 6. Administration of the dopamine D2 
receptor antagonist haloperidol (50 - 200 microg kg(-l) i.p.) prevented the antidepressant-like 
effects elicited by SCH 58261 (10 mg kg(-l) i.p.) in forced swim test whereas it left unaltered 
its stimulant motor effects. 7. In conclusion, these data support the hypothesis that A2A 
receptor antagonists prolong escape-directed behaviour in two screening tests for 
antidepressants. Altogether the results support the hypothesis that blockade of the adenosine 
A2A receptor might be an interesting target for the development of effective antidepressant 
agents. 

Blier P. Pharmacology of rapid-onset antidepressant treatment strategies. Clin Psychiatry 
2001;62 Suppl 15:12-7 

Although selective serotonin reuptake inhibitors (SSRIs) block serotonin (5-HT) reuptake 

rapidly, their therapeutic action is delayed. The increase in synaptic 5-HT activates feedback 

mechanisms mediated by 5-HTlA (cell body) and 5-HTlB (terminal) autoreceptors, which, 
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respectively, reduce the firing in 5-HT neurons and decrease the amount of 5-HT released per 
action potential resulting in attenuated 5-HT neurotransmission. Long-term treatment 
desensitizes the inhibitory 5-HTl autoreceptors, and 5-HT neurotransmission is enhanced. 
The time course of these events is similar to the delay of clinical action. The addition of 
pindolol, which blocks 5-HT 1 A receptors, to SSRI treatment decouples the feedback 
inhibition of 5-HT neuron firing and accelerates and enhances the antidepressant response. 
The neuronal circuitry of the 5-HT and norepinephrine (NE) systems and their connections to 
forebrain areas believed to be involved in depression has been dissected. The firing of 5-HT 
neurons in the raphe nuclei is driven, at least partly, by alphal-adrenoceptor-mediated 
excitatory inputs firom NE neurons. Inhibitory alpha2-adrenoceptors on the NE 
neuroterminals form part of a feedback control mechanism. Mirtazapine, an antagonist at 
alpha2-adrenoceptors, does not enhance 5-HT neurotransmission directly but disinhibits the 
NE activation of 5-HT neurons and thereby increases 5-HT neurotransmission by a 
mechanism that does not require a time-dependent desensitization of receptors. These 
neurobiological phenomena may underlie the apparently faster onset of action of mirtazapine 
compared with the SSRIs. 

Tranquillini ME, Reggiani A. Glycine-site antagonists and stroke. Expert Opin Investig 
Drugs 1999 Nov;8(l 1):1837-1848 

The excitatory amino acid, (S)-glutamic acid, plays an important role in controlling many 
neuronal processes. Its action is mediated by two main groups of receptors: the ionotropic 
receptors (which include NMDA, AMPA and kainic acid subtypes) and the metabotropic 
receptors (mGluR(l-8)) mediating G-protein coupled responses. This review focuses on the 
strychnine insensitive glycine binding site located on the NMDA receptor charmel, and on the 
possible use of selective antagonists for the treatment of stroke. Stroke is a devastating 
disease caused by a sudden vascular accident. Neurochemically, a massive release of 
glutamate occurs in neuronal tissue; this overactivates the NMDA receptor, leading to 
increased intracellular calcium influx, which causes neuronal cell death through necrosis. 
NMDA receptor activation strongly depends upon the presence of glycine as a co-agonist. 
Therefore, the administration of a glycine antagonist can block overactivation of NMDA 
receptors, thus preserving neurones fi'om damage. The glycine antagonists currently 
identified can be divided into five main categories depending on their chemical structure: 
indoles, tetrahydroquinolines, benzoazepines, quinoxalinediones and pyrida-zinoquinolines. 
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Monopoli A, Lozza G, Forlani A, Mattavelli A, Ongini E. Blockade of adenosine A2A 
receptors by SCH 58261 results in neuroprotective effects in cerebral ischaemia in rats. 
Neuroreport 1998 Dec l;9(17):3955-9 

Blockade of adenosine receptors can reduce cerebral infarct size in the model of global 
ischaemia. Using the potent and selective A2A adenosine receptor antagonist, SCH 58261, 
we assessed whether A2A receptors are involved in the neuronal damage following focal 
cerebral ischaemia as induced by occluding the left middle cerebral artery. SCH 58261 (0.01 
mg/kg either i.p. or i.v.) administered to normotensive rats 10 min after ischaemia markedly 
reduced cortical infarct volume as measured 24 h later (30% vs controls, p < 0.05). Similar 
effects were observed when SCH 58261 (0.01 mg/kg, i.p.) was administered to hypertensive 
rats (28% infarct volume reduction vs controls, p < 0.05). Neuroprotective properties of SCH 
58261 administered after ischaemia indicate that blockade of A2A adenosine receptors is a 
potentially useful biological target for the reduction of brain injury. 

Panel 2D Summary: Agl512 Expression of the GMAC076959_D gene is highest in a 
sample derived ft-om normal kidney (CT = 30). In addition, there is substantial expression of 
this gene in normal breast and normal colon. Of particular note is the fact that there appears 
to be substantial differences in expression between a number of kidney cancers and their 
respective normal adjacent controls. Thus, the expression of this gene could be used to 
distinguish normal kidney from the other tissues in the panel. Moreover, therapeutic 
modulation of this gene, through the use of antibodies, small molecule drugs or protein 
therapeutics, might be of benefit in the treatment of kidney cancer. 

Panel 4D Summary: Agl512 The GMAC076959_D gene is expressed in the thymus, 
cirrhotic liver and small airway epithelium. Normal liver does express this transcript in panel 
1.2 and 2D. Thus, the transcript or the protein encoded for by the transcript could be used 
diagnostically to identify inflamed small airway epithelium, hver and thymus. In addition, the 
protein encoded by this transcript could be used to design therapeutics to treat inflammation 
of the airway epithelium in asthma and COPD. 



BR. G]VIAP000818_A_3/CG143590-01: Olfactory Receptor 
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Expression of gene GMAP000818_A_3 (also known as CG143590-01) was assessed 
using the primer-probe set Agl517, described in Table BRA. Results of the RTQ-PCR runs 
are shown in Table BRB. 



Table BRA . Probe Name Agl517 



Primers 


Sequences 


Length 


Start Position 


SEQ 
ID 
NO: 


Forward 


5 » -ctcatgaatctggtaggaccaa-3 ' 


22 


834 


546 


Probe 


Wirrm nirfn-l-Tl-l—T-B ...„.»^.^~.,..»..„,-^......«.,...«.,»mn.r,^-«fTr^m..m.nr..«-iirm^i^>»rn-i.nfi.ir, 

|TET-5 ' -tgctgaaccctttgatctataccttgagg-3 ' -TAMRA 


29 


856 


547 


Reverse | 


5 ' -cctgtcctgtgcaatattgttt-3 ' 


22 


910 


548 



Table BRB. Panel 1.2 



Tissue Name 


Rel ExD ^%'^ Ael517. 
Run 141990530 


Tissue Name 


Rel. Exp.(%) AfilSlT, 
Run 141990530 




0 0 


Renal ca 786-0 


00 


Heart (Fetal) 


0.0 


Renal ca. A498 


0.0 


Pancreas 


U.U ! 


Kenai ca. ivAr j>yj> 


n n 
u.u 


Pancreatic ca. 

A P A XT 0 


. 

0.0 


Renal ca. ACHN 


0.3 


Adrenal Gland 


0.0 


Renal ca. UO-3 1 


1.2 


Thyroid 


0.0 i 


Renal ca. TK-10 


0.0 


Salivary gland 


0.0 


Liver 


0.0 


Pituitary gland 


0.0 


Liver (fetal) 


0.0 


Brain (fetal) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (whole) 


0.0 


Lung 


0.0 


Brain (amygdala) 


0.3 


Lung (fetal) 


0.0 


Brain (cerebellum) 


0.2 


Lung ca. (small cell) 

LX-1 


0.4 


Brain (hippocampus) 


0.4 


Lung ca. (small cell) 
NCI-H69 


7.6 


Brain (thalamus) 


0.0 


Lung ca. (s.cell var.) 
SHP-77 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (large 
cell)NCI-H460 


1.1 


Spinal cord 


0.0 


Lung ca. (non-sm. 
cell) A549 


2.5 


glio/astro U87-MG 


0.0 


Lung ca. (non-s.cell) 
NCI-H23 


0.0 
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i 

glio/astro U-1 18-MCj 


u.u 


Lung ca. (non-s.cell) 
HOP-62 






astrocytoma SW1783 


yj.y 


Lung ca. (non-s.cl) 
NCI-H522 


0 0 




neuro*; met SK-N-AS 


0.0 


Lung ca. (squam.) 
SW 900 


0.9 




astrocytoma SF-539 


0.8 


Lung ca. (squam.) 
NCI-H596 


2.5 




astrocytoma SNB-75 


0.2 


Mammary gland 

t~,i vr r r— i..ria..n«..,,nr-i-iT- r"SiBn.,f!«..<niKnwftim.t.-wa8aj88 


0.2 




glioma SNB-19 


2,1 

„.,.^,.^-.py— — —T-m 1 *— —1— -1 


Breast ca.* (pl.ef) 
MCF-7 






glioma UZD 1 


0 0 


Breast ca.* (pl.ef) 
MDA-MB-23 1 


00 




glioma SF-295 


4.0 


Breast ca.* (pi. ef) 
T47D 


97.3 




Heart 


0.0 


Breast ca. BT-549 


0,9 




Skeletal Muscle 


0.4 


Breast ca. MDA-N 


1.7 




Bone marrow 


0.0 


Ovary 


0.0 


ii 5sj' 


Thymus 


0.0 


Ovarian ca. OVCAR- 
3 


A A 




Spleen 


■ '] 

0.0 


Ovarian ca. OVCAR- 
4 


A Q 

u.y 


•X* 


Lymph node 


0.0 


Ovarian ca. OVCAR- 
5 


1 J. / 




Colorectal Tissue 


0.8 


Ovarian ca. OVCAR- 

8 


0.6 




Stomach 


0.0 


Ovarian ca. IGROV- 
1 


0.0 




omaii iniesnne 


0 0 
v.v 


Ovarian ca. (ascites) 
SK-OV-3 


0 7 




Colon ca. SW480 


0.0 


Uterus 


0.0 




Colon ca.* SW620 
(SW480 met) 


V/.U 




3 4 




Colon ca. HT29 


1.9 


Prostate 


0.0 




Colonca.HCT-116 


0.0 


Prostate ca.* (bone 
met) PC-3 


42.9 




Colon ca. CaCo-2 


0.0 


Testis 


1.1 




Colon ca. Tissue 


1. / 


Melanoma 


0 0 




(OD03866) 


Hs688(A)T 




Colon ca. HCC-2998 


0.2 


Melanoma* (met) 
Hs688(B).T 


1.4 




Gastric ca.* (liver 
met) NCI-N87 


0.0 


Melanoma UACC-62 


100.0 
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Bladder 


3.3 


Melanoma M14 


5.0 


Trachea 


0.0 


Melanoma LOX 
IMVI 


0.0 


Kidney 

— ^ — = - ■-- — « — « i 


1.8 


Melanoma* (met) 

SK-MEL-5 


0.0 


Kidney (fetal) 


0.0 j 







Panel 1.2 Summary: Agl517 Expression of this gene appears to be primarily associated 
with cell lines derived from cancer tissue. These include a lung cancer, two breast cancer cell 
lines, one ovarian cancer, one prostate cancer and one melanoma cell line. Thus, the 
expression of this gene could be used to distinguish the above cell lines from the other 
samples on this panel. Morover, therepeutic modulation of this gene or its protein product, 
through the use of antibodies, small molecule drugs or protein therapeutics, might be of use 
for the treatment of lung cancer, breast cancer, ovarian cancer, prostate cancer or melanoma. 



BS. GM524k20_A: Olfactory Receptor 

Expression of gene GM524k20_A was assessed using the primer-probe set Agl502, 
described in Table BSA. Results of the RTQ-PCR runs are shown in Table BSB. 



Table BSA . Probe Name Agl502 



Primers 


Sequences 


Length 


Start Position 

i 


SEQ 
ID 
NO: 


Forward 


5 ' -atgatggcttatgaccattacg-3 ' 


22 

J 


372 


549 


Probe 


TET-5 » -cccttgttgtatacagtcattatggccca-3 ' -TAMRA 


29 


408 


550 


Reverse 


5 ' -taagaagcaaggaccatctgaa-3 ' 


22 


448 


551 



TableBSB. Panel 1.2 



Tissue Name 


Rel. Exp.(%) Agl502, 
Run 141890038 


Tissue Name 


Rel. Exp.(%) Agl502, 
Run 141890038 


Endothelial cells 


0.0 

^ — ^ , 


Renal ca. 786-0 


0.0 


J t ....it... 1 1 It 

Heart (Fetal) 


0.0 


Renal ca. A498 


5.6 


Pancreas 


0.0 


Renal ca. RXF 393 


0.0 


Pancreatic ca. 
CAPAN 2 


0.0 


Renal ca, ACHN 


2.2 


Adrenal Gland 


0.0 


Renal ca.UO-31 


4.2 
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Thyroid 


0.0 


Renal ca. TK-10 


1.0 


Salivary gland 


0.0 


Liver 


0.0 


Pituitary gland 


0.0 


Liver (fetal) 


0.0 




0 0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (whole) 


0.0 


Lung 


0.0 


Brain (amygdala) 


0.0 


Lung (fetal) 


0.0 


Brain (cerebellum) 


U.U 


Lung ca. (small cell) 
LX-1 


U.U 


Brain (hippocampus) 


0.0 


Lung ca. (small cell) 
NCI-H69 




Bram (thalamus) 


0.0 


Lung ca. (s.cell var.) 
SHP-77 


U.U 


Cerebral Cortex 


A A 

0.0 


Lung ca. (large 
cell)NCI-H460 


n A 
i A 


iTi [11 1 rri-r r-- -■- ■ ■ " ■ '^'•■■^ 

Spinal cord 


A A 

0.0 


Lung ca. (non-sm. 
cell) A549 


A 1 
4.1 


gho/astro U87-MG 


A A 

0.0 


Lung ca. (non-s.cell) 
NCI-H23 


U.U 


glio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 

HOP-62 


1 /.U 


astrocytoma SW 1783 ; 


A A 

0.0 


Lung ca. (non-s.cl) 
NCI-H522 




neuro*;met SK-N-AS 


0.0 


Lung ca. (squam.) 
SW 900 


0.0 


. 

astrocytoma SF-5 3 9 


0.0 


Lung ca. (squam.) 
NCI-H596 


27.2 


astrocytoma SNB-75 


0.0 J 


Mammary gland 


0.0 


glioma SNB-19 


4.0 


Breast ca.* (pLef) 
MCF-7 


A A 
0.0 


glioma uzj 1 




Breast ca.* (pl.ef) 
MDA-MB-231 


1 5 


glioma SF-295 


3.6 


Breast ca.* (pi. ef) 
T47D 


58.6 


Heart 


0.0 


Breast ca. BT-549 


10.4 


Skeletal Muscle 


0.0 


Breast ca. MDA-N 


23.2 


Bone marrow 


0.0 


Ovary 


0.0 


Thymus 


U.U 


Ovarian ca. OVCAR- 
3 


4 7 


Spleen 


0.0 


Ovarian ca. OVCAR- 
4 


0.0 


Lymph node 


0.0 


Ovarian ca. OVCAR- 

5 


100.0 
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Colorectal Tissue 


10.2 


Ovarian ca. OVCAR- 

8 


z.U 


Stomach 


0.0 


Ovarian ca. IGROV- 
1 


3.4 


oiiiaii iiiLebiinc 


0 0 


Ovarian ca. (ascites) 
SK-OV-3 


0 0 

iJuim..B "'Ti II i~T ■ — K — r-ii>i...m... tiiiI.iiI1iii,i>ii. ' 


Colon ca. SW480 


0.0 


Uterus 


0.0 


Colon ca.* SW620 
(SW480 met) 


u.u 


rlaLcnia 


0 0 


Colon ca. HT29 


7.7 


Prostate 


0.0 


Colon ca. HCT-116 


0.0 


Prostate ca.* (bone 
met) PC-3 


8.5 


Colon ca. CaCo-2 


0.0 


Testis 


0.0 


Colon ca. Tissue 
(OD03866) 


17.1 


Melanoma 
Hs688(A).T 


1 o 

3.8 


Colon ca. HCC-2998 


0.0 


Melanoma* (met) 
Hs688(B).T 


18.7 


Gastric ca.* (liver 
met) NCI-N87 

w .v-.T..-ww..T..._ji-....j'.m..a- I— -Tr-r-._ga 


3.4 

— 1 ^ — . ~ .p.. pv...- „ „„- — ..^^ 


Melanoma UACC-62 


6.6 


Bladder 


11.0 


Melanoma Ml 4 


17.7 


Trachea 


0.0 


Melanoma LOX 
IMVI 


0.0 


Kidney 


0.0 


Melanoma* (met) 
SK-MEL-5 


1.6 


Kidney (fetal) 


0.0 







Panel 1.2 Summary: Agl502 Expression of the GM524k20_A gene is highest in an ovarian 
cancer cell line (CT=31.7). Significant expression is also seen in cell lines derived from 
breast cancer, lung cancer and melanoma. Thus, the expression of this gene could be used to 
distinguish the above cell lines from the other samples on this panel. Morover, therepeutic 
modulation of this gene or its protein product, through the use of antibodies, small molecule 
drugs or protein therapeutics, might be of use for the treatment of lung cancer, breast cancer, 
ovarian cancer, or melanoma, 

BT. GM563n7_A/CG55830-04: Olfactory Receptor 

Expression of gene GM563n7_A (also known as CG55830-04) was assessed using 
the primer-probe set Agl394, described in Table BTA. Results of the RTQ-PCR runs are 
shown in Tables BTB, BTC, BTD and BTE. 
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Table BTA . Probe Name Agl394 



Primers 


Sequences 


Length 


Start Position 


SEQ ID 
NO: 


Forward 


5 ' -tccagctagactctcaccttca-3 ' 


! 22 i 


74 ■ i 


552 


Probe 


TET-5 ' -cttagccacttggccctcactgacat-3 ' -TAMRA 


1 26 


115 


553 


Reverse 


5 ' -ggacagtgacagatgaaaagga-3 ' 


1 22 


142 


554 



Table BTB . CNS_neurodegeneration_vl.O 



Tissue Name 


Rel. Exp.(%) Agl394, 
Run 207567587 


Tissue Name 


Rel. Exp.(%) Agl394, 
Run 207567587 


AD 1 Hippo 


2.7 


Control (Path) 3 
Temporal Ctx 


6.4 


AD 2 Hippo 


1.9 


Control (Path) 4 

Temporal Ctx 


5.9 


AD 3 Hippo 


0.0 


AD 1 Occipital Ctx 


4.4 




0 0 


AD 2 Occipital Ctx 
(Missing) 


0.0 


AD 5 Hippo 


MjBMMie,,rrinimiirimTniininriiirir-wrf in'--n«r^ 

28.5 


AD 3 Occipital Ctx 


1.9 


AD 6 Hippo 


33.4 


AD 4 Occipital Ctx 


10.6 


Control 2 Hippo 


11.0 


AD 5 Occipital Ctx 


0.0 


Control 4 Hippo 


9.8 


AD 6 Occipital Ctx 


0.0 


Control rPath'J 3 

Hippo 


0.0 


Control 1 Occipital 
Ctx 


2.5 


AD 1 Temporal Ctx 


3.7 


Control 2 Occipital 
Ctx 


14.2 


AD 2 Temporal Ctx 


0.0 

— •■ y -— 1 irr f ...iwv.. It .T.ti 


Control 3 Occipital 
Ctx 


33.0 


" . ^^.r. — •■ Y „ ., . . .la,,.^ 

AD 3 Temporal Ctx 


32.3 


Control 4 Occipital 
Ctx 


0.0 


AD 4 Temporal Ctx 

^ . — 


6.2 


Control (Path) 1 

Occipital Ctx 


100.0 


AD 5 Inf Temporal 

Ctx 


32.8 

• — 1 1 ... » : 


Control (Path) 2 

Occipital Ctx 


20.0 


AD 5 Sup 
Temporal Ctx 


47.6 


Control (Path) 3 
Occipital Ctx 


0.0 


AD 6 Inf Temporal 
Ctx 


18.8 


Control (Path) 4 
Occipital Ctx 


35.4 


AD 6 Sup 
Temporal Ctx 


12.3 


Control 1 Parietal 
Ctx 

■t-w-.„n ,-. f — < : . : 


3.6 

■ ■ t-l-^ ^ 


Control 1 Temporal 
Ctx 


, 

0.0 


Control 2 Parietal 
Ctx 


6.7 


Control 2 Temporal 


0.0 


Control 3 Parietal 


0.0 
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Ctx 




Ctx 




Control 3 TemBoral ■ 
Ctx 


3.5 


Control (Path) 1 

\ / : 

Parietal Ctx 


56.3 


Cnnfrnl ^ Temtioral ; 

Ctx 


2.0 


Control (Path) 2 
Parietal Ctx 


13.8 


Control (Path) 1 
Temporal Ctx 


28.9 


Control (Path) 3 
Parietal Ctx 


13.7 


Control (Path) 2 
Temporal Ctx 


12.0 


Control (Path) 4 
Parietal Ctx 


47.6 


Table BTC. General screening panel vl.4 


Tissue Name 


Rel. Exp.(%) Agl394, 
Run 216587327 


Tissue Name 


Rel. Exp.(%) Agl394, 
Run 216587327 


Adipose 


0.0 


Renal ca. TK-10 


53.2 


Melanoma* 

Hs688(A).T 


35.1 


Bladder 


8.9 


Melanoma* 
Hs688(B).T 


5.8 


Gastric ca. (liver met.) 
NCI-N87 


1.7 


Melanoma* M14 


0.0 


Gastric ca. KATO HI 


0.0 


Melanoma* 
LOXIMVI 


^ T-tri ~~TmBimrnrtiT~i 

1.0 


Colon ca. SW-948 


i.o 


Melanoma* SK- 
MEL-5 


2.8 


Colon ca. SW480 


z4.o 


Squamous cell 
carcinoma SCC-4 


0.3 


Colon ca.* (SW480 
met) SW620 




Testis Pool 


15.0 


Colon ca. HT29 


0.2 


Prostate ca.* (bone 
met) PC-3 


0.2 


Colon ca.HCT-1 16 


0.5 


Prostate Pool 


2.5 


Colon ca. CaCo-2 


0.6 


Placenta 


2.0 


Colon cancer tissue 


11.5 


Uterus Pool 


1 0.7 


Colon ca.SWl 116 


0.0 


Ovarian ca. 
OVCAR-3 


0.0 


Colon ca. Colo-205 


0.0 


Ovarian ca. SK-OV- 
3 


5.5 


Colon ca. SW-48 


0.4 


Ovarian ca. 
OVCAR-4 


2.1 


Colon Pool 


3.0 


. ,1 i .a.:*— ..j:'- r«.......i ■ .f— - « ~ . ' 

Ovarian ca. 
OVCAR-5 


33.9 


Small Intestine Pool 


1.9 


Ovarian ca. IGROV- 
1 


2.6 

j M ».»i<.>...... 1 . K 


Stomach Pool 


6.8 


Ovarian ca. 
OVCAR-8 


5.6 


Bone Marrow Pool 


0.8 
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Ovary 


0.0 


■'■""■'1 

Fetal Heart 


0.0 


Breast ca. MCF-7 | 10.4 


Heart Pool 


0.0 


Breast ca. MDA- 
MB-231 j 


(\ n 
U,U 


Lymph Node Pool 


4.8 


Breast ca. BT 549 j 


0.0 


Fetal Skeletal Muscle 


0.0 


Breast ca. T47D j 


36.1 


Skeletal Muscle Pool 


1.2 




0 3 


Spleen Pool 


1.9 


Breast Pool 


3.6 j 


Thymus Pool 


10.3 


Trachea 


1.6 


CNS cancer (glio/astro) 
U87-MG 




Lung 


0.0 


CNS cancer (glio/astro) 
U-118-MG 


J.J 


Fetal Lung 


0.0 


CNS cancer 
(neuro;met) SK-N-AS 


Z.o 


Lungca.NCI-N417 


0.0 


CNS cancer (astro) SF- 

539 


u.u 


Lung ca. LX-1 


90.8 


CNS cancer (astro) 
SNB-75 


I .L 


Lung ca. NCI-H146 


9.5 


CNS cancer (glio) 
SNB-19 


6 9 


Lung ca. SHP-77 


7.5 


CNS cancer (glio) SF- 
295 


2.8 


Lung ca. A549 


19.1 


Brain (Amygdala) Pool 


0.3 


Lung ca. NCI-H526 


0.9 


Brain (cerebellum) 


0.0 


Lung ca. NCI-H23 


73.2 


Brain (fetal) 


0.0 


Lung ca. NCI-H460 


8.6 


Brain (Hippocampus) 
Pool 


1 7 


Lung ca. HOP-62 


0.5 


Cerebral Cortex Pool 

WTnnri8i»mmr<nrtrrTirrrrtii-TW»ffw 


4.3 


Lung ca, JNL.i-rlDZZ 




Brain (Substantia nigra) 
Pool 


2.1 


Liver 


0.0 


Bram (Thalamus) Pool 


1 A A 

10.0 


Fetal Liver 


0.6 


Bram (whole) 




Liver ca. HepG2 


0.7 


Spmal Cord Pool 


LO 


Kidney Pool 


2.1 


Adrenal Gland 


0.0 


Fetal Kidney 


0.0 


Pituitary gland Pool 


1.0 


Renal ca. 786-0 


0.0 


Salivary Gland 


0.0 


Renal ca. A498 


2.5 


Thyroid (female) 


0.0 


Renal ca. ACHN 


0.0 


Pancreatic ca. 
CAPAN2 


18.8 


Renal ca.UO-31 


0.0 


Pancreas Pool 


100.0 



Table BTD. Panel 1.2 
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Tissue Name 


Rel. Exp.(%) 
Agl394, Run 
135109479 ; 


Rel. Exp.(%) 
Agl394, Run 
138253119 


Tissue Name 


Rel. Exp.(%) 
Agl394, Run 
135109479 


Rel. Exp.(%) 
Agl394, Run 
138253119 


Endothelial cells 




11.4 


4.5 


Renal ca. 786- 
0 


0.5 


0.0 


Heart (Fetal) 


0.0 


0.7 


Renal ca. 
A498 


5.1 


3.1 


Pancreas 


0.9 


0.0 


Renal ca. RXF 

393 


2.2 


0.4 


Pancreatic ca. 

CAPAN 2 


2.4 


5,0 


Renal ca. 
ACHN 


0.1 


0.0 


Adrenal oiana 


1 0 

1 .z 




Renal ca. UO- 
31 


0 8 
v.o 


0 0 


Thyroid 


0.0 


0.0 


Renal ca. TK- 
10 


35.4 


49.7 


Salivary gland 


17.4 


1.7 


Liver 


1.0 


1.4 


Pituitary gland 


1.7 


0.0 


Liver (fetal) 


1.1 


1.0 


Brain (fetal) 


0.1 


0.0 


Liver ca. 

(hepatoblast) 

HepG2 


3.6 


0.0 


■ — '■ ■■ « — 

Brain (whole) 


1.2 

; .< - sJ 


0.0 

f.<..- 1 1 A .1 


Lung 

11 — ^.ii.iii«..J'.i..(Mii.Mi.iitii.<.n..11 fT f IT 


0.0 


0.0 


Brain 

(amygdala) 


0.8 


0.0 


Lung (fetal) 


0.4 


0.0 


Brain 

(cerebellum) 


0.6 


0.0 

, . . . „ 


i^ung Ca. 

(small cell) 
LX-1 


100.0 


100.0 


Brain 

(hippocampus) 


3 8 


2,6 


Lung ca. 
(small cell) 
NCI-H69 


23.5 


19.3 


Brain (thalamus) 


1.6 


0.0 


Lung ca. (s.cell 
var.) SHP-77 


3.7 


3.3 


Cerebral Cortex 


2.7 


1.4 


Lung ca. (large 
cell)NCI-H460 


18.4 


8.1 


Spinal cord 


0.8 


■ 

0.0 


Lung ca. (non- 
sm. cell) A549 


24.7 


27.4 


glio/astro U87- 
MG 


38.7 


19.5 


Lung ca. (non- 
s.cell) NCI- 
H23 


35.1 


33.7 


glio/astro U- 
118-MG 


4.8 


0.0 


Lung ca. (non- 
s.cell) HOP-62 


1.0 


1 o 
1.0 


astrocytoma 
SW1783 


0.8 


0.4 


Lung ca. (non- 
s.cl) NCI- 
H522 


0.0 


0.0 


neuro*; met SK- 


7.4 


1.5 


Lung ca. 


1.5 


0.0 
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N-AS 






(squam.) SW 
900 






astrocytoma SF- 
539 


2.5 


0.0 


Lung ca. 
(squam.) NCI- 
H596 


6.1 


2.9 


astrocytoma 
SNB-75 


0.2 


0.2 


Mammary 

gland 


3.0 


2.1 


glioma SNB-1 9 


7.6 


1.0 


Breast ca.* 
(pl.ef) MCF-7 


19.8 


2.3 


III ' 

Glioma U251 


0.0 


0.7 


Breast ca.* 
(pl.ef) MDA- 
MB-231 


0.0 


0.0 


a— ti. n. 1 n Y V Ji 1' tf- — • — ■ 

glioma SF-295 \ 


T-- « 

U.o 

- 




Breast ca.* (pi. 
ef) T47D 




12 4 


Heart 


0.8 


0.0 


Breast ca. BT- 
549 


8.3 


1.0 


' " ' ' ' : 

Skeletal Muscle 


0.0 


0.0 


Breast ca. 
MDA-N 


3.2 

r «_ ^^ir vr ^ 


3.0 


Bone marrow 

. . . . — 1 


2.3 


2.7 


Ovary 


0.0 


0.0 


Thymus 


U.i 


U.U 


Ovarian ca. 
OVCAR-3 


1.1 

B . j 


0 0 


Spleen 


i • ' — » — 

4.5 


1 A 


Ovarian ca. 
OVCAR-4 


J. / 




Til 

Lymph node 


- — — 1 

3.3 




Ovarian ca. 
OVCAR-5 


<;a "X 




Colorectal 

Tissue 


1.5 


1.2 


Ovarian ca. 
OVCAR-8 


84.7 


24.8 


Stomach 


7.4 


0.5 


Ovarian ca. 
IGROV-1 


26.1 


10.4 


Small intestine 


1.7 


1.4 


Ovarian ca. 
(ascites) SK- 
OV-3 


12.1 


11.4 

..■^.mnmn-lrrhV 


Colon ca. 
SW480 


3.2 


3.5 


Uterus 


u.o 




Colon ca.* 

S W620 (SW480 

met) 


33.0 


14.7 


Placenta 


12 


0.0 


Colon ca.HT29 


2.5 


1.6 


Prostate 


2.4 


3.3 


L/OlOn Ca, \V<j 1 

116 


0.8 


0.0 


Prostate ca.* 
(bone met) PC- 
3 


0.8 


0.0 


tnfKmm'Ji'~"'"'~""~~"""""-'"""'"""""'""'" ■"'^ 

Colon ca. CaCo- 
2 


0.6 


i 

0.0 


Testis 


0.9 


1.6 


Colon ca. Tissue 


8.1 


7.7 


Melanoma 


6.6 


12.0 
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(OD03866) 


" 




Hs688(A).T 






Colon ca. HCC- 
2998 


4.7 


1.7 


Melanoma* 
(met) 

Hs688(B).T 


9.7 


9.3 


Grastric ca.* 
(liver met) NCI- 
N87 


4.8 


0.0 

, ; 


Melanoma 
UALL-oz 


2.0 


2.4 


Bladder 


14.7 


1 

15.8 

— — — ' . i : 


Melanoma 

M14 


6.8 


9.2 


Trachea 


« ^ 




Melanoma 
LOX IMVI 


n 1 




Kidney 


7.0 


0.4 


Melanoma* 
(met) SK- 
MEL-5 


1.5 


2.0 


Kidney (fetal) 


— — ^ 
0.7 


0.0 ' 









Table BTE. Panel 4. ID 



Tissue Name 


Rel. Exp.(%) 
Agl394, Run 
195476582 


Tissue Name 


Rel. Exp.(%) 
Agl394, Run 
195476582 


Secondary Thl act 


U.U 


iiU V JDV^ iJL- 1 oeia 


U.U 


; 1 » ! ..<■■■■! It' 

Secondary Th2 act 


5.9 


HUVEC IFN gamma 


0.9 


Secondary Trl act 


0.0 


HUVEC TNF alpha + IFN 
gamma 


0.7 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


1.3 


Secondary Th2 rest 


0.0 


HUVECIL-11 


1.5 


Secondary Trl rest 


0.9 


Lung Microvascular EC 
none 

^Bi...— i«..i«.iiw«Brv — i ■.-j.vM.rr,.-. .A.-tr, ■^■^,it...ij;..f...i<.,.v.<«;,<m,.v.v,; 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.8 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


2.1 


Coronery artery SMC rest 


0.0 


CD45RO CD4 


5.1 


Coronery artery SMC 


0.0 
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lymphocyte act 


iTNFalpha + IL-lbeta 




CDS lymphocyte act 


1 0 1 


A<?lTocvte<? rest 


0.0 


Secondary CDS 
lymphocyte rest 


2.7 


Astrocytes TNFaloha + 
IL-lbeta 


u.o 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


U.J 


CD4 lymphocyte none 


0.6 


KT T-8 1 2 fBasonhin 

PMA/ionomycin 


1 1 

i.l 


2ry Thl/Th2/Trl anti- 


0.0 


CCDl 106 (Keratinocytes) 


0 0 

v. V 


CD95 CHI 1 


none 

, 1 „,^^-^w-.. ^^^r,. . m 1 ~v r-v 


,, r -— ^ 

LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


0 0 


LAK cells IL-2 


0.0 


Liver cirrhosis 


0.0 


LAK cells IL-2+IL- 12 


0.8 


NCI-H292 none 


1.5 


LAK cells IL-2+IFN 

gamma 


0.0 


NCI-H292 IL-4 


0 0 


LAK cells IL-2+IL- 18 


2.1 


NCI-H292 IL-9 


0.0 


LAK cells 

PMA/ionomycin 


0.0 


NCm292 IL-13 


v.O 


NK Cells IL-2 rest 


0.9 


NCI-H292 IFN gamma 


0.4 


Two Way MLR 3 day 


1 0.0 


HPAEC none 


0.0 


Two Way MLR 5 day 


0.0 


HPAEC TNF alpha + IL-1 
beta 




Two Way MLR 7 day 


0.0 


Lung fibroblast none 


2.5 


PBMC rest 


0.0 


Lung fibroblast TNF alpha 
H- IL-1 beta 


2.5 




PBMC PWM 


0 7 


Lung fibroblast IL-4 


0.9 


PBMC PHA-L 


2.8 


Lung fibroblast IL-9 


5.1 


Ramos (B cell) none 


u.u 




3.9 


tammn\n i I ii iiiiriTii"r--T ■iim-viivniCTift-r»»iriiiwiiiiifnmTiTiwnrr 

RamAQ iW r:ell^ 


0.0 


Lung fibroblast IFN 


4.9 


ionomycin 


gaXlillla 




B lymphocytes PWM 


0.0 


i^dlXlal liUliJUl<Aot 


0.4 


R Ivmnhocvtes CD40L 
and IL-4 


0.0 


L^eilllal ilurUUlaol 

CCD1070 TNF alpha 


3.3 


EOL-1 dbcAMP 


0.0 


Dennal fibroblast 
CCD1070 IL-1 beta 




EOL-1 dbcAMP 


1.9 


Dermal fibroblast IFN 


13.0 


PMA/ionomycin 


gamma 


Dendritic cells none 


0.0 


Dermal fibroblast IL-4 


15.8 


Dendritic cells LPS 


0.0 


Dennal Fibroblasts rest 


7.7 


Dendritic cells anti- 
CD40 


0.5 


Neutrophils TNFa+LPS 


2.8 
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Monocytes rest 


0.0 


Neutrophils rest 

— ~ ..^--^t^ 


3,8 


Monocytes LPS 


0,0 


Colon 


1 Q 
1,0 


Macrophages rest 


0.3 


Lung 


L4 


Macrophages LPS 


0.0 


Thymus 


8.5 


HUVEC none 


2.9 


Kidney 


100.0 


HUVEC starved 


1.8 







CNS_iieurodegeneration_vl.O Summary: Agl394 Expression of this gene is limited to the 
occipital cortex from the brain of a control patient (CT=34,3). 



General screening panel \IA Summary: Agl394 Expression of the GM563n7_A gene is 
highest in a sample derived from a pool of normal pancreas tissues (CT = 30.9). In addition, 
there is substantial expression of this gene in samples derived from lung cancer cell lines, 
breast cancer cell lines, brain cancer cell lines, colon cancer cell lines, an ovarian cancer cell 
line, a melanoma cell line and testis tissue. Thus, the expression of this gene could be used to 
distinguish these samples from other samples in the panel. Moreover, therapeutic modulation 
of this gene or its protein product, through the use of small molecule drugs, antibodies or 
protein therapeutics, might be of benefit in the treatment of lung cancer, breast cancer, brain 
cancer, colon cancer ovarian cancer or melanoma. In addition, expression of this gene in 
pancreas suggests that it may play a role in the development of metabolic diseases, such as 
diabetes and obesity. 

Panel 1.2 Summary: Agl394 Results from two experiments using the same probe/primer 
set are reasonably concordant. Low to moderate expression of the GM563n7_A gene is 
detected in a number of normal tissues on this panel, including endothelial cells, salivary 
gland, bone marrow, colon, small intestine, bladder, mammary gland, and prostate. 

In addition, the GM563n7_A gene is expressed at low levels in the hippocampus and 
cerebral cortex. The GM563n7_A gene encodes a putative GPCR. Several neurotransmitter 
receptors are GPCRs, including the dopamine receptor family, the serotonin receptor family, 
the GABAB receptor, muscarinic acetylcholine receptors, and others; thus this GPCR may 
represent a novel neurotransmitter receptor. Targeting various neurotransmitter receptors 
(dopamine, serotonin) has proven to be an effective therapy in psychiatric illnesses such as 
schizophrenia, bipolar disorder, and depression. Furthermore, the cerebral cortex and 
hippocampus are regions of the brain that are known to be involved in Alzheimer's disease, 
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seizure disorders, and in the normal process of memory formation. Therefore, therapeutic 
modulation of this gene or its protein product may be beneficial in the treatment of one or 
more of these diseases, as may stimulation and/or blockade of the receptor coded for by the 
gene. Levels of this gene are higher, however, in areas outside of the central nervous system 
such as the kidneys and bladder, suggesting the possibility of a wider role in intercellular 
signaling. 

Of further note is the clustered expression of the GM563n7_A gene in cell lines 
derived from lung cancer, ovarian cancer and melanoma. In fact, this gene is most highly 
expressed in a sample from a lung cancer cell line (LX-1) among the samples on this panel. 
In addition, GM563n7_A gene expression is also associated with assorted cell lines from 
renal cancer and brain cancers. Thus, therapeutic modulation of the activity of the 
GM563n7_A gene product, through small molecule drugs or antibodies, may be of utility in 
the treatment of lung cancer, ovarian cancer or melanoma. 

General References: 

1. Hebert TE, Bouvier M. (1998) Structural and functional aspects of G protein-coupled 
receptor oligomerization, Biochem Cell Biol 76: 1-11. 

G protein-coupled receptors (GPCRs) represent the single largest family of cell surface 
receptors involved in signal transduction. It is estimated that several hundred distinct 
members of this receptor family in humans direct responses to a wide variety of chemical 
transmitters, including biogenic amines, amino acids, peptides, lipids, nucleosides, and large 
polypeptides. These transmembrane receptors are key controllers of such diverse 
physiological processes as neurotransmission, cellular metabolism, secretion, cellular 
differentiation, and growth as well as inflammatory and immune responses. GPCRs therefore 
represent major targets for the development of new drug candidates with potential application 
in all clinical fields. Many currently used therapeutics act by either activating (agonists) or 
blocking (antagonists) GPCRs. Studies over the past two decades have provided a wealth of 
information on the biochemical events underlying cellular signalling by GPCRs. However, 
our understanding of the molecular interactions between ligands and the receptor protein and, 
particularly, of the structural correlates of receptor activation or inhibition by agonists and 
inverse agonists, respectively, is still rudimentary. Most of the work in this area has focused 
on mapping regions of the receptor responsible for drug binding affinity. Although binding of 
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ligand molecules to specific receptors represents the first event in the action of drugs, the 
efficacy with which this binding is translated into a physiological response remains the only 
determinant of therapeutic utility. In the last few years, increasing evidence suggested that 
receptor oligomerization and in particular dimerization may play an important role in the 
5 molecular events leading to GPCR activation. In this paper, we review the biochemical and 
functional evidence supporting this notion. 

PMID: 9666301 

2. Whitehead IP, Zohn IE, Der CJ. (2001) Rho GTPase-dependent transformation by G 
protein-coupled receptors. Oncogene 20: 1547-1555. 

10 G protein coupled receptors (GPCRs) constitute the largest family of cell surface receptors, 
with more than 1000 members, and are responsible for converting a diverse array of 
extracellular stimuli into intracellular signaling events. Most members of the family have 
defined roles in intermediary metabolism and generally perform these functions in well- 
differentiated cells. However, there is an increasing awareness that some GPCRs can also 

1 5 regulate proliferative signaling pathways and that chronic stimulation or mutational activation 
of receptors can lead to oncogenic transformation. Activating mutations in GPCRs are 
associated with several types of human tumors and some receptors exhibit potent oncogenic 
activity due to agonist overexpression. Additionally, expression screening analyses for novel 
oncogenes identified GPCRs whose expression causes the oncogenic transformation of 

20 NIH3T3 mouse fibroblasts. These include Mas, G2A, and the PAR-1 thrombin receptor. In 
this review we summarize the signaling and transforming properties of these GPCR 
oncoproteins. What has emerged from these studies is the delineation of a GTPase cascade 
where transforming GPCRs cause aberrant growth regulation via activation of Rho family 
small GTPases. 

25 PMID: 11313901 

Panel 4.1D Summary: Agl394 The GM563n7__A gene is expressed in normal kidney and is 
slightly induced in dermal fibroblasts after treatment with gamma interferon or IL-4. This 
observation suggests that the transcript encodes a putative GPCR that may be important in the 
normal function of the kidney and in the activation or response of dermal fibroblasts to Thl 
30 or Th2 elaborated cytokines (gamma interferon and IL-4 respectively). Thus, expression of 
this gene could be used diagnostically to detect kidney tissue. Furthermore, the protein 
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encoded for by the transcript could be used as a protein therapeutic to treat diseases of the 
skin, including psoriasis or allergy. 



BU. GM656022_B: GPCR 

5 Expression of gene GM656o22_B was assessed using the primer-probe sets Ag 1 523 

and Agl898, described in Tables BUA and BUB. Results of the RTQ-PCR runs are shown in 
Tables BUG, BUD, BUE and BUF. 



Table BUA . Probe Name Agl523 



Primers 


Sequences 


Length 


I rirniri Tiin ..■■•iiiiiiaiirii ir ni- ^ 

Start Position 


SEQ 
ID 
NO: 


Forward; 


5 ' -agggcaagttcatagctctgtt-3 ' 


22 


860 


555 


Probe 


TET-5' -ctacaccgtagtcactcctgcgctga-3 ' -TAMRA; 

_ ^ , .-^^ r-^.-7>j..^-?.^ rair^f! ■■ar.-ir-a— — mm fTirrmnr-irgTn-i-iTifififffffr- ~..tr:.: -i 


26 ! 


882 


556 


Reverse | 


5 ' -cgtgttcctcagggtgtaaata-3 ' 


22 ] 


915 


557 



Table BUB . Probe Name Agl898 



'■ 

Primers 


Sequences 


Length 


Start Position 


SEQ 
ID 
NO: 


.. - - 

Forward 


5 ' -ggctgtggtgtctctgttttac-3 ' 


22 1 


786 


558 


Probe 


TET-5 ' -catcttcatgtatctccagccagcca-3 ' -TAMRA 


26 i 


816 


559 


Reverse 


5 ' -ctatgaacttgccctgctcat-3 ' 


21 


854 


560 



10 Table BUG. Panel 1.2 



Tissue Name 


Rel. Exp.(%) Agl523, 
Run 142131146 


Tissue Name 


Rel. Exp.(%) Agl523, 
Run 142131146 


Endothelial cells 


0.0 


Renal ca. 786-0 


0.0 


Heart (Fetal) 


0.0 


Renal ca. A498 


0.3 


Pancreas 


0.2 


Renal ca. RXF 393 


0.0 


Pancreatic ca. 
CAPAN 2 


0.0 


Renal ca. ACHN 


0.0 


Adrenal Gland 


0.2 


Renal ca. UO-31 


0.3 


Thyroid 


0.0 ! 


Renal ca. TK-10 


0.2 


Salivary gland 


0.2 


Liver 


0.0 


Pituitary gland 


0.0 


Liver (fetal) 


0.1 
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Brain (fetal) 


A A 
U.U 


Liver ca. 

(hepatoblast) HepG2 


U.U 


Brain (whole) 


0.0 


Lung 


0.0 


Brain (amygdala) \ 


0.1 


Lung (fetal) 


0.0 


Brain (cerebellum) 


2.0 


Lung ca. (small cell) 
LX-1 


0.1 


Brain (hippocampus) 


0.1 


Lune ca fsmall cell) 
NCI-H69 


2.4 


Brain (thalamus) 


0.2 


Lime ca fs cell var.) 
SHP-77 


0.1 


Cerebral Cortex 


0.0 


Luns ca, flarge 
cell)NCI-H460 


0.6 


Spinal cord 


0.0 


Lune ca. fnon-sm. 
cell) A549 


1.0 


•nimritr"! ^-^^ i^r 

glio/astro U87-MG 


0.0 


Lunff ca fnon-s.cell) 
NCI-H23 


0.0 


glio/astroU-118-MG 


0.0 


Liinff ca fnon-s cell) 
HOP-62 


0.6 


astrocytoma SWl 783 


0.1 


Lunff ca Tnon-sxl) 
NCI-H522 


0.0 


neuro*; met SK-N-AS 


0.0 

,Tir- in ' 


Lung ca. (squam.) 
SW 900 


0.2 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
NCI-H596 


1.0 


astrocytoma SNB-75 


0.2 


Mammary gland 


0.1 

.fi..<h..J». f < 11 1 <,i».»<»iVM.J»< 


glioma SNB- 19 


0.4 


MCF-7 


0.0 


glioma U251 


0.0 


Breast ca.* (pl.ef) 
MDA-MB-231 


A 1 
0.1 


glioma SF-295 


0.0 


Breast ca.* (pi. ef) 
T47D 


0.6 


Heart 


0.3 


Breast ca. BT-549 

...MK rr Ml t, .vfi'.f -v...M.t,.ij,..,{i:<,i.-/.atm.7.; 


0.0 


Skeletal Muscle 


0.2 


Breast ca. MDA-N 


10.4 


4,*>.-.f>mf,VfA ft. -Vm- • - _t 1 1 t " -T 

Bone marrow 


i.-....«t..il <ii<h....f f r If! irfifiv>..v.. «..a,ai<ii,ir,i , i i 

0.2 


Ovary 


0.0 


Thymus 


0.0 


Ovarian ca OVCAR- 
3 


0.0 


Spleen 


0.0 


Ovarian ca OVCAR- 
4 


0.0 


Lymph node 


0.0 


Ovarian ca. OVCAR- 
5 


1,1 

JfcJtjK.M.,.li« 1 |.il>».|iVf^.M..t.l...<.l. ifi 1 ri( r ■■ .1 I.IV..I..TI. 


111 Mii..i-..<. It...- — dc tit 1 If III f 1 It « r 

Colorectal Tissue 


0.2 


Ovarian ca. OVCAR- 
8 


0.3 


Stomach 

r.,«i,.n ,.„.r,.,»..,.„.,r.,n,.». 


0.0 

.■i,..,„.,i. i.,....r.....« „»m,w»m,»..,mmm ««»i»n.ii» ■.■■■■..■.■■—■..i 


Ovarian ca. IGROV- 
1 


0.4 



Small intestine 


n 1 

U. 1 


Ovarian ca. (ascites) 
SK-OV-3 


0 4 


Colon ca. SW480 j 


0.0 


Uterus 


0.0 


Colon ca.* SW620 
(SW480 met) 


A n 

. - , — - v.-..rr a—* i 


riacenia 


0 1 


Colon ca. HT29 


0.2 


Prostate 


19.3 


Colon ca.HCT-1 16 


0.0 


Prostate ca.* (bone 
met) PC-3 


0.3 


Colon ca. CaCo-2 


0.0 


Testis 


2.3 


(OD03866) 


0.8 


Melanoma 
Hs688(A).T 


0.0 


Colon ca. HCC-2998 


0.0 


Melanoma* (met) 
Hs688(B).T 


0.4 


Gastric ca.* (liver 
met) NCI-N87 


0.1 


Melanoma UACC-62 


0.6 


Bladder 


0.5 


Melanoma Ml 4 


4.1 


Trachea 


0.0 


Melanoma LOX 
IMVI 


0.2 


Kidney 


0.1 


Melanoma* (met) 
SK-MEL-5 


100.0 


Kidney (fetal) 


0.2 







Table BUD. Panel 1.3D 



Tissue Name 


■ ...y,^, ■/ ■■■ :jiv.;m.v>.»r.-.y.v< 

Rel. Exp.(%) 
Agl898, Run 
165544705 

...... - — — — — r» rrn rr -irrmr — tt rini-f 


Tissue Name 


Rel. Exp.(%) 
Agl898, Run 
165544705 


Liver adenocarcinoma 


0.0 

- : 


Kidney (fetal) 


0.0 

-~— — — -/.g.»^-.ir-~ilnH rnfr™»T"1IT 


Pancreas 0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 
2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca. UO-31 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 


Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) 


1.7 


Liver (fetal) 


0.0 


Brain (amygdala) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


29.9 


Lung 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


1.2 


Lung ca. (small cell) 
LX-1 


0.0 
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Brain (thalamus) 


0.0 

1 - " n.m,ri...r , - - -t - — ee j 


Lung ca. (small cell) 
NCI-H69 


A A 
0.0 




Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 
SHP-77 


A 'J 

0.3 




Spinal cord 


0.0 


Lung ca. (large 
cell)NCI-H460 


0.0 




glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 
cell) A549 


A A 

0.0 




glio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 
NCI-H23 


A A 

0.0 




astrocytoma SW1783 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 




neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 

NCI-H522 


A A 

0.0 




astroc5^oma SF-539 


2.6 


Lung ca. (squam.) 
SW 900 


0.0 




astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 




glioma SNB-l 9 


0.0 


Mammary gland 


0.0 


•:,r~r 


glioma U251 


0.0 


Breast ca.* (pl.ef) 
MCF-7 


0,0 


» ■» « 

'miT " 

j;i 


glioma SF-295 


0,U 


Breast ca.* (pl.ef) 
MDA-MB-23 1 


0 n 

u.u 


^» 


Heart (fetal) 


0.0 


Breast ca.* (pl.ef) 
T47D 


0.0 




Heart 


0.0 


Breast ca. BT-549 


0.0 




Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N 


4.1 


• 


Skeletal muscle 


0.0 


Ovary 


0.8 




Bone marrow 


0.0 


Ovarian ca. 

OVCAR-3 


0.0 




Thymus 


1.3 


Ovarian ca. 
OVCAR-4 


0.0 




Spleen 


0.0 


Ovarian ca. 
OVCAR-5 


0.0 




Lymph node 


2.2 


Ovarian ca. 
OVCAR-8 


0.0 




Colorectal 


A A 
0.0 




Ovarian ca. IGROV- 
1 






oiomacn 


0 0 


Ovarian ca.* 
(ascites) SK-OV-3 


0 0 




Small intestine 


0.0 


Uterus 


0.0 




Colon ca. SW480 


0.0 


Plancenta 


0.0 




,:r,Jf.-. '.■ f i-^ J- ..d..\.../. tif r ■ ..I.. < J-rt 

Colon ca.* 
SW620(SW480 met) 


0.0 


Prostate 


4.2 
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Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 


Colon ca.HCT-1 16 


0.0 


Testis 1 


31.9 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


u.u 


Colon ca, 
tissue(OD03866) 


0.0 


Melanoma* (met) 
Hs688(B).T 


ft A 


Colon ca. HCC-2998 


0.0 


Melanoma UACC- 
62 


Z.i 


Gastric ca * Hiver met) 
NCI-N87 


0.0 

. „ > ~ - " .v^mntTimf-.-j—-- 


Melanoma M14 


o.U 


Bladder 


0.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 

SK-MEL-5 


100.0 


Kidney 


0.0 


Adipose 0.0 



Table BUE. Panel 2D 



Tissue Name 


Rel, Exp.(%) 
Agl523, Run 
145049949 


Rel. Exp.(%) 
Agl523, Run 
145711220 


Tissue Name 


Rel. Exp.(%) 
Agl523, Run 
145049949 


Rel. Exp.(%) 
Agl523, Run 
145711220 


Normal Colon 


5.2 


0.0 


Kidney 
Margin 
8120608 


0.0 


0.0 


CC Well to Mod 
Diff(OD03866) 


0.0 


3.7 

■ 


Kidney 
Cancer 
8120613 


0.0 


0.0 


CC Margin 
(OIX)3866) 


3.3 


0.0 


Kidney 
Margin 
8120614 


2.2 


0.0 


CC Gr.2 

rectosigmoid 

(OD03868) 


0.0 


0.0 


Kidney 
Cancer 
9010320 


0.0 


0.0 


CC Margin 
(OD03868) 


0.0 


4.2 


Kidney 
Margin 
9010321 


0.0 

■■.■rT.,r.i,.ir.,..„n„....,rr 


0.0 


CC Mod Diff 
(ODO3920) 


0.0 


0.0 


Normal Uterus 


0.0 


0.0 


CC Margin 
(ODO3920) 


0.0 


0.0 


Uterus Cancer 
064011 


0.0 


0.0 


CC Gr.2 ascend 
colon 

(OD03921) 


2.0 


0.0 


Normal 
Thyroid 


0.0 


0.0 


CC Margin 


0.0 


0.0 


Thyroid 


0.0 


0.0 
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r^ancer 

064010 






CC from Partial 
riepaieciomy 
(ODO4309) 
Mets 


0.0 


0.0 


Thyroid 

Cancer 

A302152 


0.0 


0.0 


Liver Margin 
(ODO4309) 


0.0 


2.0 


Margin 
A302I53 


0.0 


0.0 


Colon mets to 
lune fOD04451- 
01) 


0.0 


0.0 


Normal Breast 


0.0 


0.0 


Lung Margin 


0.0 


0.0 


Breast Cancer 
(OD04566) 


0.0 


0.0 


■ - 

Normal Prostate 

6546-1 


28.5 


100.0 


Breast Cancer 
(OD04590-01) 


0.0 


0.0 


Prostate Cancer 
(OD04410) 


< * .....,,111 < 

100.0 


56.3 


r5reasi i^anccr 
Mets 

(OD04590-03) 


0.0 


0.0 


Prostate Margin 
(OD04410) 


23.5 


27.2 


Breast Cancer 

Metastasis 

(OD04655-05) 


0.0 


0.0 


(OD04720-01) 


15.7 


28.3 


Breast Cancer 
064006 


0.5 


0.0 


Prostate Margin 


11.7 


11.2 


Breast Cancer 
1024 


0.0 


0.0 


Normal Lung 


0.0 


4.8 


Breast Cancer 
9100266 


5.0 


0.0 


Lung Met to 
Muscle 


0.0 


0.0 


Breast Margin 
9100265 


1.8 


2.9 


Muscle Margin 


0.0 


0.0 


Breast Cancer 
A209073 


3.1 


0.0 


Lung Malignant 
(OD03126) 


8 2 


5.3 


Breast Margin 
A2090734 


0.0 


0.0 


T liner ^AsuroiTi 

(OD03126) 


0.0 


0.0 


Normal Liver 


0.0 


0.0 


T liner C^PiV\C€^T 

(OD04404) 


0-0 


0.0 


Liver Cancer 
064003 


1.8 

«.a..l...t..,ll„.in,:r if -.,,..r.T.t...t.n,i.ir: Kvt 


5.4 


Lung Margin 
(OD04404) 


1.6 


0.0 


Liver Cancer 
1025 


0.0 


0.0 


Lung Cancer 
(OD04565) 


0.0 


0.0 


Liver Cancer 
1026 


0.0 


0.0 


Lung Margin 


0.0 


0.0 


Liver Cancer 


0.0 


0.0 
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(OD04565) 




16004-T 1 




Lung Cancer 
(OD04237-01) 


0.0 


0.0 


Liver 1 issue 
6004-N 


2.2 


4.1 


Lung Margin 
(OD04237-02) 


0.0 


0.0 


Liver uancer 
6005-T 


4.0 


0.0 


Ocular Mel Met 
to Liver 
f OD043 1 0) 


2.5 


2.7 


Liver Tissue 
6005-N 


n n 
u.u 


0.0 


Liver Margin 

(ODO4310) 


0.0 


0.0 


Normal 
biadaer 


0.0 

, ■ « 


0.0 


lyLeianoma ivicio 
to Lung 
(OD04321) 


3.6 


0.0 


Bladder 
Cancer 1023 


0.0 


0.0 


Lung Margin 
(OD04321) 


0.0 


0.0 




Bladder 

Cancer 

A302173 


0.8 


5.8 


JNormai isjaney 


V-V 


0.0 

_, f,. H-f " i 


Bladder 

Cancer 

(OD0471o-Ul) 


0.0 


0.0 


Kidney Ca, 
Nuclear grade 2 
(OD04338) 


0.0 


0.0 


Bladder 
Normal 
Adjacent 
(OD047 18-03) 


0.0 


0.0 

f,—^,,^ „ . ..-v.— 


Kidney Margin 
(OD04338) 


0.0 


0.0 


Normal Ovary 


0.0 


0.0 


Kianey Ca 
Nuclear grade 
1/2 (OD04339) 


0.0 


0.0 


Ovarian 

Cancer 

064008 


0.0 


0.0 


Kidney Margin 
(OD04339) 


0.0 


0.0 


Ovarian 
Cancer 

(OD04768-07) 


A A 


0.0 


Kidney Ca, 
Clear cell type 
COD04340^ 


0.0 


0.0 


Ovary Margin 
(OD04768-08) 


A A 


0.0 


Kidney Margin 
(OD04340) 


0.0 


0.0 


Normal 
Stomach 


0.0 


0.0 


jvidney i^a. 
Nuclear grade 3 
COD04348) 


0.0 


0.0 


Gastric Cancer 
9060358 


u.u 


0.0 


Kidney Margin 
(OD04348) 


0.0 


4.6 


Stomach 

Margin 

9060359 


0.0 


0.0 


Kidney Cancer 
(OD04622-01) 


0.0 


0.0 


Gastric Cancer 
9060395 


0.0 


0.0 


Kidney Margin 


0.0 


0.0 


Stomach 


3.7 


0.0 
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(OD04622-03) 






Margin 
9060394 






Kidney Cancer 
(OD04450-01) 


0.0 


0.0 


Gastric Cancer 
9060397 


0.0 


0.0 


Kidney Margin 
(OD04450-03) 


0.0 


0.0 


Stomach 

Margin 

9060396 


0.0 


0.0 


Kidney Cancer 
8120607 


0.0 


0.0 


Gastric Cancer 
064005 


0.0 


7.0 



Table BUF. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl898, Run 
164039381 


Tissue Name 


Rel. Exp.(%) 
Agl898, Run 

Io4ujy3ol 


Secondary Thl act 


28.3 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


occonuary in aci 


0 0 


HUVEC TNF alpha + IFN 
gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 


0.0 


Secondary Th2 rest 


0.0 


HUVECIL-11 


0.0 


Secondary Trl rest 


28.3 


Lung Microvascular EC 
none 




Primary Thl act 


WL-i -4 — 

0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 

none 


0.0 


Primary Trl act 


0.0 

- . — . - 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.0 


Bronchial epithelium 
TNFalpha + ILlbeta 


0.0 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 

ri ...» i_i a -iM-t 


0.0 

i.iti f..i...«.^../.»y B vif 1 .itiiii ri Y m nr, „r 


Primary Trl rest 


0.0 


Small airway epitheUum 
TNFalpha + IL-lbeta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coroneiy artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 
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CD4 lymphocyte none 


U.U 


KU-812 (Basophil) 
PMA/ionomycin 


IQ 2 


2ry Thl/Th2/Trl_anti- 
CD95 CHll 


0 0 


CCD 11 06 (Keratmocytes) 
none 


0.0 




0 0 


CCD 11 06 (Keratinocytes) 
TNFalpha + IL-lbeta 


0.0 


LAK cells IL-2 


0.0 


Liver cirrhosis 


99.3 


LAK cells IL-2+IL- 12 


. , — , — • j> 1- f^irnr 1 

0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 

gamma 


0.0 


Nri-H292 none 


0.0 


LAK cells IL-2+ IL-18 


26.2 


NCI-H292 IL-4 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest | 0.0 


NCI-H292 IL-13 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


U.U 


HPAEC none i 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha + IL-1 1 
beta 


00 


PBMC rest 


A A 
U.U 


Lung fibroblast none 


0.0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 




26 8 


Lung fibroblast IL-4 


0.0 


jvainus yij QGii) nunc 


00 


Lung fibroblast IL-9 


0.0 


Ramos (B cell) 
ionomycin 


0,0 


Lung fibroblast IL-13 


A A 

U.U 


B lymphocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


A A 
0.0 


B lymphocytes CD40L 
and IL-4 


0.0 


Dermal fibroblast 
CCD 1070 rest 


A A 
U.U 

,^^„„^n^ 


EOL-l dbcAMP 


0.0 


Dermal fibroblast 
CCD1070 TNF alpha 


U.U 




EOL-l dbcAMP 

PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD1070 IL-1 beta 


0.0 


Dendritic cells none 


0.0 


Dermal fibroblast IFN 
gamma 


00 

i--..n.....«fi-. rrrr r*iTi> tn " t r .^nfc— « ^ " ' 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


0.0 


IBD Colitis 2 


0.0 


Monocytes rest 


0.0 


irSJj L^ronn s 




Monocytes LPS 


0.0 


Colon 


100.0 


Macrophages rest 


0.0 


Lung 


58.6 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVECnone 


0.0 


Kidney 


84.1 
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HUVEC starved 



0.0 



Panel 1.2 Summary: Agl523 Expression of the GM656o22_B gene is highest in a 
melanoma cancer cell line (CT=26.5), with expression detected in a cluster of melanoma cell 
lines. Thus, the expression of this gene could be used to distinguish samples derived from 
melanoma cell lines from other samples. In addition, therapeutic modulation of the activity of 
this gene or its protein product, through the use of small molecule drugs or antibodies, might 
be of use in the treatment of melanoma. In addition, the GM656022_B gene is expressed in 
healthy prostate tissue but not in the prostate cancer cell line. 

The GM656022_B gene is also expressed differentially in the cerebellum. Cerebellar 
G protein function is known to be defective in Alzheimer's disease cerebella, suggesting this 
cerebellum-preferential GPCR may have utility as a drug target to counter the G-protein 
signaling deficit in Alzheimer's disease. 

References: 

1. Fowler CJ, Garlind A, O'Neill C, Cowbum RF. (1996) Receptor-effector coupling 
dysfunctions in Alzheimer's disease. Ann N Y Acad Sci. 786:294-304. 

There is now good evidence that in the AD brain, a number of neurotransmitter effector 
systems are defective. Such abnormalities include defective G, protein and protein kinase C 
function as well as a drastically reduced level of receptors for the second messenger 
Ins( 1,4,5) P3. Such changes are probably not restricted to the late stages of the disease, and 
are found in regions of the brain that show little histopathological abnormality, such as the 
cerebellum. Whether these changes precede or are secondary to primary histopathological 
changes such as beta-amyloid deposition is not as yet clear. What is clear, however, is that 
such signal transduction abnormalities are likely to negate therapeutic benefits in clinical 
strategies based upon the tenet of neurotransmitter replacement. 

PMID: 8687030 

2. Cowbum RF, O'Neill C, Ravid R, Alafuzoff I, Winblad B, Fowler CJ. (1992) Adenylyl 
cyclase activity in postmortem human brain: evidence of altered G protein mediation in 
Alzheimer's disease, J Neurochem. 58:1409-19. 

The effects of agonal status, postmortem delay, and age on human brain adenylyl cyclase 
activity were determined in membrane preparations of frontal cortex from a series of 18 
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nondemented subjects who had died with no history of neurological or psychiatric disease. 
Basal and guanosine S'-O^S-thiotriphosphate)-, aluminum fluoride-, and forskolin-stimulated 
enzyme activities were not significantly reduced over an interval from death to postmortem 
of between 3 and 37 h and were also not significantly different between individuals dying 
5 with a long terminal phase of an ilhiess and those dying suddenly. Basal and aluminum 
fluoride-stimulated enzyme activities showed a negative correlation with increasing age of 
the individual In subsequent experiments, basal and guanosine 5'-0-(3-thiotriphosphate)-, 
aluminum fluoride-, and forskolin-stimulated enzyme activities were compared in five brain 
regions from a series of eight Alzheimer's disease and seven matched nondemented control 

10 subjects. No significant differences were observed between the groups for either basal 
activity or activities in response to forskolin stimulation of the catalytic subunit of the 
enzyme. In contrast, enzyme activities in response to stimulation with guanosine 5'-0-(3- 
thiotriphosphate) and aluminum fluoride were significantly reduced in preparations of 
neocortex and cerebellum from the Alzheimer's disease cases compared with the 

15 nondemented controls. Lower guanosine 5-0-(3-thiotriphosphate)-, but not aluminum 
fluoride-, stimulated activity was also observed in preparations of frontal cortex from a group 
of four disease controls compared with nondemented control values. The disease control 
group, which contained Parkinsons disease and progressive supranuclear palsy patients, 
showed increased forskolin-stimulated activity compared with both the nondemented control 

20 and the Alzheimer's disease groups. These findings indicate a widespread impairment of G 
protein-stimulated adenylyl cyclase activity in Alzheimer's disease brain, which occurs in the 
absence of altered enzyme catalytic activity and which is unlikely to be the result of non- 
disease-related factors associated with the nature of terminal illness of individuals, 

PMID: 1548475 

25 Panel 1.3D Summary: Agl898 Highest expression of the GM656022_B gene is detected in 
a melanoma cell line (CT=31) as is seen in Panel 1.2, with low but significant expression also 
seen in the cerebellum and testis. Thus, the expression of this gene could be used to 
distinguish samples derived from this melanoma cell line from other samples. In addition, 
therapeutic modulation of the activity of this gene or its protein product, through the use of 

30 small molecule drugs or antibodies, might be of use in the treatment of melanoma. Please see 
Panel 1 1 summary for potential relevance of expression in cerebellum to the treatment of 
CNS disorders. 
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Panel 2D Summary: Agl523 Two experiments with the same probe and primer set show 
expression of the GM656022_B gene to be highest in a normal prostate in one run and a 
prostate cancer in the second run. In addition, the expression seen in both runs on panel 2D is 
specific to prostate derived samples. Thus, expression of the GM656022_B gene could be 
used to distinguish samples derived from prostate tissue from other samples. Furthermore, 
since there is substantial over expression observed in a sample derived from prostate cancer 
when compared to a sample derived from its normal adjacent tissue, therapeutic modulation 
of the expression or function of the GM656022_B gene product, through the use of small 
molecule drugs or antibodies, may be useful in the treatment of prostate cancer. This 
observation is consistent with what is observed in Panel 1 .2. 

Panel 4D Summary: Agl898 Expression of this gene is low/undetectable (Ct values >35) in 
all samples on this panel (data not shown). 

BV. GMAC009779_A/CG146581-01: Olfactory Receptor 

Expression of gene GMAC009779_A (also known as CG146581-01) was assessed 
using the primer-probe set Agl532, described in Table EVA. Results of the RTQ-PCR runs 
are shown in Tables BVB, BVC and BVD. 



Table BVA . Probe Name Agl532 



Primers 


Sequences 


Length 


Start Position 


SEQID 
NO: 


Forward 


5 ' -ccttcttggaaatttccttcac-3 ' 




1 22 


213 


561 


Probe 


TET-5 ' -tccaagggtcctgattagGatcacaa-3 ' 


-TAMRA 


1 26 


247 


562 


Reverse 


5 * -ccagcaaagctgatactcttgt-3 • 


j 22 : 


279 
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Table BVB. Panel 1.2 



Tissue Name 


Rei. Exp.(%) Agl532, 
Run 142232136 


Tissue Name 


Rel. Exp.(%) Agl532, 
Run 142232136 


Endothelial cells 


0.0 

■ 


Renal ca. 786-0 


0.0 


Heart (Fetal) 


0.0 


Renal ca. A498 


0.4 


Pancreas 


0.0 


Renal ca. RXF 393 




Pancreatic ca. 
CAPAN2 


0.0 


Renal ca. ACHN 


1.4 
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Adrenal Gland 


0.0 1 


Renal ca. UO-3 1 


2.5 


Thyroid 


0.0 1 


Renal ca. TK-10 


0.6 


Salivary gland 


0.0 


Liver 


1.0 


Pituitary gland 


0.0 


Liver (fetal) 


0.0 


Brain (letal) 


i 

u.u 


Liver ca, 

(hepatoblast) HepG2 




Brain (whole) 


0.0 


Lung 


0.0 


Brain (amygdala) 


0.0 


Lung (fetal) 


0.0 


Brain (cerebellum) 


0.0 


Lune ca. (small cell) 
LX-1 


0.0 


Brain (hippocampus) | 


0.0 


Lung ca. (small cell) 

NCI-H69 


22.2 


Brain (thalamus) 


0.0 


Lung ca. (s.cell var.) 
SHP-77 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (large 
cell)NCI-H460 


2.5 


Spinal cord 


0.0 


Lung ca. (non-sm. 
cell) A549 


3.0 


glio/astro U87-MG 


0.0 


Lung ca. (non-s.cell) 
NCI-H23 


0.8 


glio/astroU-118-MG 


0.6 


Lung ca. fnon-s.cell) 
HOP-62 


7.0 


astrocj^oma SW1783 


0.0 


Lung ca. fnon-s.cl) 
NCI-H522 


0.6 


neuro*; met SK-N-AS 


0.2 


Lung ca. (squam.) 
SW 900 


0.7 


astrocytoma SF-539 


0.3 


Lung ca. (squam.) 
NCI-H596 


5.5 


astrocytoma SNB-75 


0.6 


Mammary gland 


0.0 


glioma SNB-l 9 


2.9 


Breast ca.* (uLef) 
MCF-7 


0.0 


glioma U251 


m-rr— - - ■**~'™" " '' i "'■Mmiiwimwrniioomiroinn monmunmn-rTia: 

0,0 


Breast ca.* (pl.ef) 
MDA-MB-231 


u.u 


glioma SF-295 


0.0 


Breast ca.* (pi. ef) 
T47D 


7.7 


Heart 


100.0 


Breast ca. BT-549 


2.6 


Skeletal Muscle 


0.0 


Breast ca. MDA-N 


3.3 


— ...in, 1 "I'-iiTi' 1 t r ^ "-K if..,....., 1 f 11 -m.iii 1- nil if 

Bone marrow 


0.7 


Ovary 


0.0 


Thymus 


0.0 


Ovarian ca. OVCAR- 

3 


1.3 


Spleen 


f.i.flaBW.r T -fgi.il .rTJcna ~~mw;..iigh h..mi....i..7i1 

0.0 


Ovarian ca. OVCAR- 
4 


0.7 


Lymph node 


0.0 


Ovarian ca. OVCAR- 


20.0 
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5 




Colorectal Tissue 


1.9 


Ovarian ca. OVCAR- 
8 


i.y 


Stomach 


0.0 


Ovarian ca. IGROV- 
1 


1.1 

" r ,vmii,— — n y.ni.Mii, i,.iT.r ii ii.iftn; 


Small intestme 


u.u 


Ovarian ca. (ascites) 
SK-OV-3 


1 0 


Colon ca. SW480 


0.0 


Uterus 


0.0 


Colon ca* SW620 
(SW480 met) 




jriacenia 


0 0 


Colon ca. HT29 


0.3 


Prostate 


0.0 


Colon ca.HCT-116 


0.0 


Prostate ca.* (bone 
met) PC-3 


1.2 


Colon ca. CaCo-2 


0.0 

, _ _ „ „ 


Testis 


0.0 


(OD03866) 


9.8 


Melanoma 
Hs688(A).T 


0.0 


Colon ca. HCC-2998 


1.2 


Melanoma* (met) 
Hs688(B).T 


2.7 


Gastric ca.* (liver 
met) NCI-N87 


0.6 


Melanoma UACC-62 


0.0 


Bladder 


4.3 1 


Melanoma M14 


7.3 


Trachea 


0.0 


Melanoma LOX 
IMVI 


0.0 


Kidney 


0.7 


Melanoma* (met) ^ ^ 
SK-MEL-5 


Kidney (fetal) 


0.0 i 






Table BVC. Panel 1.3D 


Tissue Name 


Rei. Exp.(%) 
Agl532, Run 
148438266 


Tissue Name 


Rel. Exp.(%) 
Agl532, Run 
148438266 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


•■■r —.a.T,...,is,B,...m in, 1 -»<-TiTTaif.f.— las-.n ,t- .t— r- -t ~ 

Pancreatic ca. CAP AN 
2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca.UO-31 


0.0 


Pituitary gland 


0.0 


Renal ca. TK- 10 


0.0 


Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) 


0.0 


Liver (fetal) 


0.0 


Brain (amygdala) 


0.0 


Liver ca. 


0.0 
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j(hepatoblast) HepG2 




Brain (cerebellum) i 


0.0 |Lung 


0.0 


Brain (hippocampus) 


0.0 1 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 
LX-1 


U.U 


Brain (thalamus) 


0.0 


Lung ca. (small cell) 
NCI-H69 


A A 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 
SHP-77 


A A 
U.U 


Spinal cord 


0.0 


Lung ca. (large 
cell)NCI-H460 


A A 
U.U 


glio/astro U87-MG 


0.0 


Lung ca. (non-sm. 
cell) A549 


A A 
U.U 


glio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 
NCI-H23 


A A 
U.U 


astrocytoma SW1783 


0.0 


Lung ca. (non-s.cell) 


A A 
U.U 


neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 

II ■ ———1 11 n r' 


A A 
U.U 


astrocytoma SF-539 


0.0 


Lung ca, (squam.) 

oW yUU 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 

JNv^l-rlZ>yO 


0.0 


Glioma SNB-19 


' '■ ■ '■■ ! 

4U.0 


iviammary giauu 


0.0 


Glioma U251 


0.0 


Jtjreasi ca. yji.ci ) 
MCF-7 


0.0 


Glioma SF-295 


. . . _ . 1 

0.0 


Breast ca.* (pl.ef) 
MDA-MB-23 1 


0 0 


Heart (fetal) 


0.0 


Breast ca.* (pLef) 

T47D 


0.0 


Heart 


0.0 


Breast ca. BT-549 


0.0 


Skeletal muscle (fetal) 


1 oD.i 


jDreasi ca. iviL-'/v-iN 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 

.f-,-.. » -.f- f rr Ti-fiTrm i -t-n r 


Bone marrow 


0.0 


Ovanan ca. 
OVCAR-3 


0.0 


Thymus 


0.0 


uvanan ca. 
OVCAR-4 


0.0 


Spleen 


I- « " 

0.0 


Ovarian ca. 
OVCAR-5 


0 0 


Lymph node 


i- 11.... « '« 

0.0 


Ovarian ca. 
OVCAR-8 


0.0 


Colorectal 


100.0 


Ovarian ca. IGROV- 
1 


39.2 
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btomacn 


o a 


Ovarian ca.* 
(ascites) SK-OV-3 


0 0 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


0.0 


Plancenta 


0.0 


Colon ca.* i 
SW620(SW480 met) i 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 


Colon ca. HCT-116 

... ^ 


0.0 


Testis 


0.0 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 


Colon rfl 

tissue(OD03866) 


0.0 


Melanoma* (met) 
Hs688(B).T 


0.0 


Colon ca. HCC-2998 


0.0 


Melanoma UACC- 
62 


0.0 


;B8M;.ia...;rr. r.r;,--, -r. -r ~:rr~ -tWi .■■•a-.nnmmin iWrTiT,, T-Tr^rr* -aj^-s; 

Gastric ca * Hiver met) 
NCI-N87 


0.0 


Melanoma M14 


0.0 


Bladder 

„ ... : 


0.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 



Table BVD. Panel 2D 



Tissue Name 


Rel. Exp.(%) 
Agl532, Run 
145030137 


Rel. Exp.(%) 
Agl532, Run 
147317895 


Tissue Name 


Rel. Exp.(%) 
Agl532, Run 
145030137 


Rel. Exp.(%) 
Agl532, Run 
147317895 


Normal Colon 


0.0 


0.0 


Kidney 
Margin 
8120608 


0.0 


0.0 


CC Well to Mod 
Diff(OD03866) 


23.2 


100.0 


Kidney 
Cancer 
8120613 


0.0 


0.0 


CC Margin 
(OD03866) 


0.0 


100.0 


Kidney 
Margin 
8120614 


0.0 


0.0 


CC Gr.2 

rectosigmoid 

(OD03868) 


0.0 


0.0 


Kidney 
Cancer 
9010320 


0.0 


0.0 


CC Margin 
(OD03868) 


0.0 


0.0 


Kidney 
Margin 
9010321 


0.0 


0.0 


CC Mod Diff 


59.5 


53.6 


Normal Uterus 


0.0 


0.0 
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(ODO3920) 


; 










CC Margin 
(ODO3920) 


0.0 


0.0 


Uterus Cancer 
064011 


0.0 


0.0 


colon 

(OD03921) 


0.0 


0.0 


Normal 
Thyroid 


0.0 


0.0 


CC Margin 
(OD03921) 




10 4 

1 1 1. I "n« 


Thyroid 
064010 


00 


0.0 


CC from Partial 
rlepatectomy 
(ODO4309) 
Mets 


0.0 


0.0 

....Jt... 1 i UK ' 1 tit n. ■ 


Thyroid 

Cancer 

A302152 


0.0 


0.0 


Liver Margin 
(ODO4309) 


0.0 


0.0 


Margin 
A302153 


0.0 


0.0 


Colon mets to 

lunff fOD04451- 
01) 


00 


0.0 


Normal Breast 


0.0 


0.0 


Lung Margin 


0.0 

■fiMirni^irTurn-mmwuininnrriTir- >^v— 


0.0 


Breast Cancer 
(OD04566) 


0.0 


0.0 


Normal Prostate 
6546-1 


0.0 

,viinv,Tini"iri'TBmw,.r.VTrriiriiiii'ni.i.ni»r-"«-.rr-r'fi 


0.0 


Breast Cancer 
(OD04590-01) 


0.0 


0.0 


Prostate Cancer 
(OD04410) 


0.0 


0.0 


Mets 

(OD04590-03) 


0.0 


0.0 


Prostate Margin 
(OD04410) 


0 0 


00 


Breast Cancer 

Metastasis 

(OD04655-05) 


0.0 


0.0 


(OD04720-01) 


0.0 


0.0 


Breast Cancer 
064006 


0.0 


0.0 


Prostate Margin 


0.0 


0.0 


Breast Cancer 
1024 


0.0 


0.0 


Normal Lung 
061010 


0.0 


0.0 


Breast Cancer 
9100266 


0.0 


0.0 


Lung Met to 

Muscle 

rOD042861 


0.0 


16.7 


Breast Margin 
9100265 


0.0 


0.0 


Muscle Margin 
(OD04286) 


0.0 


0.0 

1 '"i 


Breast Cancer 
A209073 


0.0 


36.6 


Lung Malignant 

Cancer 

(OD03126) 


0.0 


0.0 


Breast Margin 
A2090734 


0.0 


0.0 


• ■ ■■ .-1-, — r jI J. -'-■■v.-' /-- ■ ■ 

Lung Margin 
(OD03126) 


0.0 


0.0 


Normal Liver 


0.0 


0.0 
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Lun2 Cancer 
(OD04404) 


0.0 


0.0 


Liver Cancer 
064003 


20.0 


1 c 

a.iiijn.ni iT...ir!i?! n n.'v; .tr, ,x ./wmn 


Luns Marein 
(OD04404) 


0.0 


0.0 


Liver Cancer 
1025 


A A 

0.0 


A A 
U.O 


T.iinff Cancer 
(OD04565) 


0.0 


0.0 


Liver Cancer 
1026 


0.0 


A A 

0.0 


T iinof IVfarffin 

(OD04565) 


0.0 


0.0 


Liver Cancer 
6004-T 


0.0 


3.7 


Lung Cancer 
f 000423 7-01) 


0.0 


0.0 


Liver Tissue 
6004-N 


16.8 


18.8 


Lung Margin 
COD04237-02'> 


0.0 


0.0 


Liver Cancer : 
6005-T 


0.0 


0.0 


Ocular Mel Met 
to Liver 


0.0 

i.i.>i« ..1 * ■ K 


0.0 


Liver Tissue 
6005-N 


0.0 


0.0 


Liver Margin 
(ODO4310) 


0.0 

— — ' — ' ' \ 


0.0 

■ ■ 


Normal 
Bladder 


0.0 


0.0 


Melanoma Mets 
to Lung 
(OD04321) 


0.0 


0.0 


Bladder 
Cancer 1023 | 


0.0 


0.0 


Lung Margin 
(OD04321) 


0.0 


0.0 


Diaauer 

Cancer 

A302173 


100.0 


18.3 


Normal Kidney 


0.0 


u.u 


Bladder 
Uancer 

(OD04718-01) 




0 0 

\J.\J 


Kidney Ca, 
Nuclear grade 2 
(OD04338) 


0.0 


37.6 


rJiaaaer 

Normal 

Adjacent 

fOD04718-03) 


0.0 

, 


0.0 


Kidney Margin 
(OD04338) 


0.0 


0.0 


Normal Ovary 


0.0 


0.0 


Kidney Ca 
Nuclear grade V^ 
(OD04339) 


0.0 


0.0 


\jvanan 

Cancer 

064008 


0.0 


0.0 


r>.,».ni.r.n.,»r,...rm .i . ,mrn r ■ n«»..,„rm^irr 

Kidney Margin 
(OD04339) 


0.0 


0.0 


uvanan 
Cancer 

(OD04768-07) 


0.0 


0.0 


Kidney Ca, 
Clear cell type 
(OD04340) 


0.0 


0.0 


Ovary Margin 

/r^T^/\A^^Ci /\C)\ 

(OD04768-08) 


0.0 


0.0 


Kidney Margin 
(OD04340) 


0.0 


0.0 


Normal 
Stomach 


0.0 


0.0 


Kidney Ca, 
Nuclear grade 3 


0.0 


18.6 


Gastric Cancer 
9060358 


0.0 


0.0 



(OD04348) 






^ 






Kidney Margin 
(OD04348) 


0.0 


21.6 


Stomach 
Margin 

9060359 


0.0 


0.0 


Kidney Cancer 
(OD04622-01) 


0.0 


0.0 


Gastric Cancer 
9060395 


0.0 


0.0 


Kidney Margin 
(OD04622-03) 


0.0 


0.0 


Stomach 
Margin 

9060394 


0.0 


0.0 


Kidney Cancer 
(OD04450-01) 


0.0 


0.0 


Gastric Cancer 
9060397 


0.0 


0.0 


Kidney Margin 
(OD04450-03) 


0.0 


0.0 


Stomach 

Margin 

9060396 


0.0 


0.0 


Kidney Cancer 
8120607 


0.0 


0.0 


Gastric Cancer 
064005 


0.0 


56.3 



Panel 1.2 Summary: Agl532 Expression of the GMAC009779_A gene is highest and 
almost exclusively restricted to heart muscle tissue (CT = 29.8). Thus, the expression of this 
gene could be used to distinguish heart muscle tissue from the other samples on this panel. 
Furthermore, therapeutic modulation of the activity of this gene or its protein product, using 
small molecule drugs, antibodies, or protein therapeutics, could be of use in the treatment of 
cardiovascular disease. 

Panel 1.3D Summary: Agl532 Expression of this gene is low/undetectable (CTs > 35) 
across all of the samples on this panel (data not shown). 

Panel 2D Summary: Agl532 The GMAC009779_A gene is expressed at highest levels m 
bladder cancer (CT=34.4) and a colon sample (CT = 34.8). 

BW. GMAC026975_B/CG155797-01: Olfactory Receptor 

Expression of gene GMAC026975__B (also known as CGI 55797-01) was assessed 
using the primer-probe set Ag2195, described in Table BWA. Results of the RTQ-PCR runs 
are shown in Table BWB, 

Table BWA . Probe Name Ag2195 
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Primers 


Sequences 


Length 


Start Positioni 


SEQ ID 
NO: 


Forward: 


5 ' -tctccttcatggagatctgcta-3 ' 




} 22 : 


254 


564 


Probe 


TET-5 ' -ccaaactcatctcagatctgctggct 


-3 ' -TAMRA^ 


26 : 


293 


565 


Reverse : 


5 ' -cccaccaagatatgactttcct-3 ' 


22 \ 


322 


566 



Table BWB. Panel 4D 



Tissue Name 


Rel, Exp.(%) 
Ag2195, Run 
163630746 

.1. i»i..iii..i»imn m,« ■ -Ill 


Tissue Name 


Rel. Exp.(%) 
Ag2195, Run 
163630746 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondaiy Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


0.0 


HT rVFC TNF alnha + IFN 
gamma 


0.0 


oeconoary i n i rest 


u.u 


MT TVFr TNF alnha 4- TT 4 


00 


Secondary Th2 rest 


0.0 


HUVECIL-11 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
1 XNr aipna ^ iL- 1 ueia 


0.0 


Primary Thl rest 


0.0 


Bronchial epitheUum 

TKnTol-rkVio 4- TT 1 Kof o 

1 jNr aipna ^ ijli oeia 


0.0 


Primary Th2 rest 


0.0 


Small airway epitheUum 
none 


0.0 


Primary Trl rest 


0.0 


Small airway epithelium 

TNTFalnha + TT -Iheta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CD8 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0.0 

; 


KU-812 (Basophil) 
PMA/ionomycin 


0.0 


2ry Thl/Th2/Trl anti- \ 
CD95CH11 ! 


1 0.0 


CCDl 106 (Keratinocytes) 
none 


0.0 
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LAK cells rest 


u.u 


CCDl 106 (Keratinocytes) ■ 
TNFalpha + IL-lbeta 


0 0 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL- 12 : 


0.0 


Lupus kidney 


0.0 


LAK cells IL-2+IFN 
gamma 


A A 
U.U 


Xir^T 14000 nrkti<» 

jNUi-rizyz none 


U.v 


LAK cells IL-2+IL- 18 


0.0 


NCI-H292 IL-4 


12.9 


LAK cells 
PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292 IL-13 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


„„ ^ mrr-1 mtmyr-r-r- 

0.0 


HPAECTNF alpha + IL-1 
beta 


u.u 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 


PBMC PWM 


11.8 


Lung fibroblast TNF alpha 
+ IL-1 beta 


A A 
U.U 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


0.0 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


10.7 


ionomycin 


0.0 


Lung fibroblast IL-13 


0.0 


B lymphocytes PWM 


12.4 


Lunff fibroblast IFN 
gamma 


0.0 


jtJ lympnocyics v^jL/H-ui-# 
and IL-4 


0.0 


Dermal fibroblast 

CCD1070 rest 


0.0 


EOL-l dbcAMP 


0.0 


Dprmal fibroblast 

CCD1070 TNF alpha 


0.0 


EOL-1 dbcAMP 


0.0 


Dermal fibroblast 


0.0 


PMA/ionomycin 


CCD 1070 IL-1 beta 


Dendntic cells none 


0.0 


Dermal fibroblast IFN 
gamma 


A A 

U.U 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


u.u 




0 0 


Monocytes rest 


0.0 


IBD Crohn's 


0.0 


Monocytes LPS 


10.2 


Colon 


0.0 


Macrophages rest 


0.0 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


23.0 


Kidney 


0.0 


HUVEC starved 


0.0 
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CNS_neurodegeneration_vl.O Summary: Ag2195 Expression of this gene is 
low/undetected (CTs > 35) across all of the samples on this panel (data not shown). 



Panel 1.3D Summary: Ag2195 Expression of this gene is low/undetected (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 2D Summary: Ag2195 Expression of this gene is low/undetected (CTs > 35) across 
all of the samples on this panel (data not shown). 

Panel 4D Summary: Ag2195 Expression of the GMAC026975_B gene is only detected in 
liver cirrhosis (CT = 34.3). Furthermore, this transcript is not detected in normal liver in 
Panel 1.3D, suggesting that GMAC026975_B gene expression is unique to hver cirrhosis. 
The GMAC026975_B gene encodes a putative GPCR; therefore, antibodies or small 
molecule therapeutics could reduce or inhibit fibrosis that occurs in liver cirrhosis. In 
addition, antibodies to this putative GPCR could also be used for the diagnosis of liver 
cirrhosis. 



BX. GM824K2_A: GPCR 

Expression of gene GM824k2_A was assessed using the primer-probe sets Ag2364 
and Agl725, described in Tables BXA and BXB. Results of the RTQ-PCR runs are shown in 
Tables BXC, BXD, BXE and BXF. 



Table BXA . Probe Name Ag2364 



Primers 


Sequences 




Length 


Start Position 


SEQ ID 
NO: 


Forward! 


5 ' -caaccagccacagagatagttg-3 ' 


: 22 i 


289 


567 


Probe 


TET-5* -cttcttgcaggaagccctccagcatt-3 ' 


-TAMRAi 


26 

t.i.i«i..«<i.i..n<.<t.if— .irf...... 


263 


568 


Reverse ; 


5 ' -tctctacacctccgcagtgat-3 ' 


21 


236 


569 



Table BXB . Probe Name Agl725 











SEQ 


Primers 


Sequences 


Length 


Start Position 


ID 










NO: 


■H-I.iiidtuji ,tr.. , ......y.^ 

Forward 


5 ' -gctcaggtgacaactctcattc-3 ' 


22 


603 


570 
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Probe |tET-5 ' -tgtgttctgcctcactattccttttgga-3 ' -TAMRAj 


28 


629 j 571 


Reverse js ' - caccacaattctggcataagat - 3 ' 


22 


668 i 572 



Table BXC . CNS_neurodegeneration_vLO 





fin* T^T 

Tissue Name 


ReL Exp.(%) Ag2364, I 
Run 208270664 


1 issue i.^alllc 


Rel. Exp.(%) Ag2364, 
Run 208270664 






00 

I 


Control (Path) 3 
Temporal Ctx 


0.0 




A "n 9 Minnn 
r\LJ L, nippu 


14 4 


Control (Path) 4 
Temporal Ctx 


0.0 

' ■ 




AD 3 Hippo 


0.0 


AD 1 Occipital Ctx 


0.0 




AD 4 Hippo 


0.0 


AD 2 Occipital Ctx 
(Missing) 


0.0 




AD 5 hippo 


0.0 


AD 3 Occipital Ctx 


0.0 




AD 6 Hippo 


51.1 


AD 4 Occipital Ctx 


0.0 




Control 2 Hippo 


15.0 


AD 5 Occipital Ctx | 


0.0 


■ *Vi» 

rwi' 




100.0 


AD 6 Occipital Ctx | 


0.0 




Control (Path) 3 
iiippo 


0.0 


Control 1 Occipital 
Ctx 


0.0 




AD 1 Temporal Ctx 


20.7 


Control 2 Occipital 
Ctx 


11.3 




AD 2 Temporal Ctx 


0.0 


Control 3 Occipital 
Ctx 


0.0 


vS " 

Li; 


AD 3 Temporal Ctx 


0.0 


Control 4 Occipital 
Ctx 


0.0 




AD 4 Temporal Ctx 


0.0 


Control (Path) 1 
Occinital Ctx 


32.1 


t hC** 


AD 5 Inf Temporal 


0.0 


Control (Path) 2 
Occioital Ctx 


0.0 




AD 5 SupTemporal 


0.0 


Control (Path) 3 

Occipital Ctx 


0.0 




AD 6 Inf Temporal 

Ctx 


0.0 


Control (Path) 4 
Occipital Ctx 


0.0 




AD 6 Sup Temporal 

Ctx 


^ ^ ■> » TO * r—mr 

0.0 


Control 1 Parietal 
Ctx 


0.0 




Control 1 Temporal 
Ctx 


0.0 


Control 2 Parietal 
Ctx 


0.0 




Control 2 Temporal 
Ctx 


0.0 


Control 3 Parietal 
Ctx 


46.3 




Control 3 Temporal 
Cdc 


' 

0.0 

; 

3 . . . . 1^ - 


Control (Path) 1 
Parietal Ctx 


25.2 




Control 4 Temporal 
Ctx 


0.0 


Control (Path) 2 
Parietal Ctx 


0.0 
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Control (Path) 1 
Temporal Ctx 


0.0 


Control (Path) 3 
Parietal Ctx 


45.4 


Control (Path) 2 
Temporal Ctx 


0.0 


Control (Path) 4 
Parietal Ctx 


0.0 



Table BXD. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) 
AgZjo^, Kun 
165627930 


I issue i^diiie 


ReL Exp,(%) 
165627930 


Liver adenocarcinoma 


u.u 


isjuney ^^icLdij 


V.v 


Pancreas 


A ft 

U.U 


ivenai ca. /oo-u 

.iiTfiBwriiTTTf.'iiW-^^.i^'~"~~r-'T'i™a«r;f«T,»n»Tr-i irnmgw 


U.U 


Pancreatic ca. CAP AN 
2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


U.U 

— — '"-"-^ - ' ^i'' — — ataifit.. 


Kenai ca. kat Dyj 


0 A 

U.U 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca. UO-3 1 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 


Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) 


0.0 


Liver (fetal) 


0.0 


Brain (amygdala) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


Brain fhinnocamnus) 


13.3 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 
LX-1 


0.0 


Brain (thalamus) 


0.0 


Lung ca. (small cell) 
NCI-H69 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) 

SHP-77 


0.0 


Spmal cord 


A A 
U.U 

. i 


Lung ca. (large 
ceIl)NCI-H460 


U.U 


Glio/astro U87-MG 


0.0 


Lung ca. (non-sra. 
cell) A549 


0.0 


Glio/astroU-118-MG 


0.0 


Lung ca. (non-s.cell) 
NCI-H23 


32.5 


astrocytoma SW1783 


0.0 


Lung ca. (non-s.cell) 
HOP-62 


0.0 


neuro*; met SK-N-AS 


0.0 


Lung ca. (non-s.cl) 
NCI-H522 


0.0 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 
SW 900 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca, (squam.) 


0.0 
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NCI-H596 1 




gUomaSNB-19 


0.0 


Mammary gland 


0.0 


glioma U251 


86.5 


Breast ca.* (pl.ef) 
MCF-7 


- 

0.0 


glioma SF-295 


A A 
U.U 


Breast ca.* (pl.ef) 
MDA-MB-23 1 


0 0 


Heart (fetal) 


0.0 


Breast ca.* (pl.ef) 
T47D 


0.0 


Heart 


0.0 


Breast ca. BT-549 


0.0 


Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 


Bone marrow 


0.0 


Ovarian ca. 
OVCAR-3 


0.0 


Thymus 


0.0 


Ovarian ca, 
OVCAR-4 


0.0 


Spleen 


0.0 


Ovarian ca. 
OVCAR-5 

a.MMt.-ir.iww»<ttti.wi.v;j rti-Tir.7>i:irniiiii» niiiinniiif>nr«fiiinnnniniiirr- 


0.0 


Lymph node 


28.1 


Ovarian ca, 

^^^^ T ^^^^ ^ ^ * 

OVCAR-8 


0.0 


„„„T„ , ^-,T Trnr- r-i rmriiwm-rff 

Colorectal 


A A 


Ovarian ca, IGROV- 
1 


A n 

U.v 


Stomach 


56.3 


Ovarian ca.* 
(ascites) SK-OV-3 


n A 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca, SW480 


0.0 


Plancenta 


0.0 


Colon ca.* 
SW620(SW480 met) 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone 
met)PC-3 


0.0 


Colon ca.HCT-1 16 


0.0 


Testis 


100.0 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0.0 


„ -■ . ^^^^ . — - ~, 

V^OlOIl La. 

tissue(OD03866) 


0.0 


Melanoma* fmet) 
Hs688(B).T 


0.0 


Colon ca. HCC-2998 


0.0 


Melanoma UACC- 
62 


0.0 


NCI-N87 


0.0 


Melanoma MM 


0.0 


Bladder 


0.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 
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Table BXE. Panel 2.2 



Tissue Name 


Rel. Exp.(%) 
Ag2364, Run 
174553774 


Tissue Name 


Rel. Exp.(%) 
Ag2364, Run 
174553774 


Normal Colon 


A A 
0.0 


Kidney Margin 
(OD04348) 


u.u 


Colon cancer 

(OD06064) 


A A 

0.0 


Kidney malignant 
cancer (OD06204B) 


AA A 


Colon Margin 

(OD06064) 


A A 

0.0 


Kidney normal adjacent 
tissue (OD06204E) 


U.U 


Colon cancer 
(OD06159) 


0.0 


Kidney Cancer 
(OD04450-01) 


U.U 


Colon Margin 
(OD06159) 


0.0 


Kidney Margin 
(OD04450-03) 


A A 
U.U 


Colon cancer 
(OD06297-04) 


0,0 


Kidney Cancer 
8120613 


A A 
U.U 


Colon Margin 
(OD06297-015) 


■ 

0.0 


Kidney Margin 
8120614 


A A 
U.U 


CC Gr.2 ascend colon 
(OD0392I) 


0.0 


Kidney Cancer 
9010320 


A A 

0.0 


CC Margin (OD03921) 


0.0 


Kidney Margin 
9010321 


A A 

0.0 


Colon cancer metastasis \ 

(OD06104) 


0.0 ; 


Kidney Cancer 
8120607 


A A 

U.U 


Lung Margin 

(OD06104) 


0.0 


Kidney Margin 
8120608 


0.0 


Colon mets to lung 
(OD04451-01) 


0.0 


Normal Uterus 


0.0 


Lung Margin 
(OD04451-02) 


0.0 


Uterine Cancer 064011 


0.0 


- " —< f^^.^, >.i.>.»«» iin>«n»nii-.t^....T.fgJ«Jg 

Normal Prostate 


0.0 


Normal Thyroid 


0.0 


Prostate Cancer 
(OD04410) 


0.0 


Thyroid Cancer 064010 


A A 

0.0 


Prostate Margin 
(OD04410) 


51.4 


Thyroid Cancer 
A302152 


A A 

U.U 




0 0 


Thyroid Margin 
A302153 


0.0 


Ovarian cancer 
(OD06283-03) 


0.0 


Normal Breast 


0.0 


Ovarian Margin 
(OD06283-07) 


0.0 

.... 


Breast Cancer 
(OD04566) 


49.7 


Ovarian Cancer 064008 


40.1 


Breast Cancer 1024 


0.0 


Ovarian cancer 


1 34.9 


[Breast Cancer 


0.0 
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fOD06145) 




(OD04590-01) 




Ovarian Margin 
rOD06145) 


0.0 

: 
: 


Breast Cancer Mets 
(OD04590-03) 


0.0 


Ovarian cancer 
(OD06455-03) 


0.0 


Breast Cancer 
Metastasis (OD04655- 
05) 


0.0 


Ovarian Margin 
(OD06455-07) 


0.0 


Breast Cancer 064006 


0.0 


Normal Lung 


0.0 


Breast Cancer 9100266 


0.0 


XllVClOiV^ ly\./v/l u.li.i.« luix^ \ 

adeno(ODO4945-01 \ 


0.0 


Breast Margm 9100265 


0.0 


T lino l\/f;jr0"in 
(ODO4945-03) 


0.0 


Breast Cancer A209073 


0.0 


T liner Mfilifrriant Chancer '■■ 

(OD03126) 


0.0 


Breast Margin 
A2090734 


0.0 


(OD03126) 


0.0 


Breast cancer 

(OD06083) 


0.0 


Lung Cancer 
(OD05014A) 


0.0 


Breast cancer node 
metastasis (OD06083) 


0.0 


Lung Margin 
(OD05014B) 


0.0 


Normal Liver 

1 " 11-1 IV, V T i . . . 


0.0 


1 ii.ii-iiajiji,.i«ii . t .1 ' <• " 

Lung cancer (OD06081)i 


0.0 


Liver Cancer 1026 


0.0 


(OD06081) 


0.0 


Liver Cancer 1025 


0-0 


T iiticr r^anpf^f 

(OD04237-01) 


0.0 


Liver Cancer 6004-T 


0.0 


T 1111 o" AAjit*<yiTi 

(OD04237-02) 


82.4 


Liver Tissue 6004-N 


0.0 


Ocular Melanoma 
Metastasis 


0.0 


Liver Cancer 6005-T 


0.0 


Ocular Melanoma 
Margin (Liver) 


0.0 


Liver 1 issue ouud-jn 


A A 
v.U 


Melanoma Metastasis 


0.0 


Liver Cancer 064003 


0.0 


Melanoma Margin 
(Lung) 


0.0 

- • ■ ' ' ' •« < ■> <■■ 


Normal Bladder 


0.0 


Normal Kidney 


0.0 


Bladder Cancer 1023 


0.0 


j^J.u.iicy y^a^ IN iiv./it5cii 

grade 2 (OD04338) 


HI (.* «. f ri ft.. ( .Lt.iWI ,1, v 

0.0 


Bladder Cancer 
A3 02 173 


0.0 


Kidney Margin 
(OD04338) 


100-0 


Normal Stomach 




Kidney Ca Nuclear 
grade 1/2 (OD04339) 


0.0 


Gastric Cancer 
9060397 


0,0 


Kidney Margin 
(OD04339) 


0.0 


Stomach Margin 

9060396 


0.0 
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Kidnev Ca Clear cell 
type (OD04340) 


0.0 


Gastric Cancer 
9060395 


0.0 


Kidney Margin 
(OD04340) 


0.0 

^ , . , „ 1 „,..y~„rr,.M 


Stomach Margin 
9060394 


74.7 


Kidney Ca, Nuclear 
grade 3 (OD04348) 


77.9 


Gastric Cancer 064005 


0.0 


Table BXF. Panel 4D 



JLiasUC otitic 


Rel. 

Exp.(%) i 
A pi 725 

Run 

165767161 \ 

K « , mill <fl 


Rel. 

Exp.(%) 
Ae2364. 

Run 
162361133 

i,il...lii.m.«. 1 — iroi 


Tissue Name 


ReL 
Exp.(%) 
A21725, 

Run 
165767161 


Rel. 

Exp.(%) 
Ag2364, 

Run 
162361133 


Secondary Thl act 


0.0 


0.0 

— e..- »i,i 1 r 1 Ill 


HUVECIL-lbeta 


0.0 


0.0 


.<! .-. ..- a /n« u» . : 

Secondary Th2 act 


. II 1 • ■ ■ ■ ■ ~ ■ , 

0.0 


0.0 


gamma 


0.0 


0.0 


-l-t-.-M-jLj.iL-j .r^^^M.ilL ■ - ■^■^■■ irii*-. !. n 

Secondary Trl act 


0.0 


0.0 

■•^...i. - II 1 y '] 


HUVEC TNr 
alpha + IFN 

gamma 


0.0 


0.0 


Secondary Thl rest 


0.0 


0.0 


HUVEC TNF 
alpha + iL4 


0.0 


0.0 


Secondary Th2 rest 


0.0 


0.0 


HUVEC IL-1 1 


0.0 


0.0 


Secondary Trl rest 


■ 

2.1 


0.0 


Lung 

Microvascular EC 
none 


2.3 


0.0 


— ^ — ^ 

Primary Thl act 


0.0 


0.0 


Lung 

Microvascular EC 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 


Primary Th2 act 


0.0 


0.0 


Microvascular 
Dermal EC none 


0.0 


0.0 


mffliwrwirrYHiri»-y-mrrn'-r«Triwir~»irrffw 

Primary Trl act 


0.0 


0.0 


Microsvasular 
Dermal EC 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 


Primary Thl rest 


0.0 


0.0 


Bronchial 
epithelium 
TNFalpha + 
IL Ibeta 


0.0 


0.0 


Primary Th2 rest 


0.0 


0.0 


Small airway 
epithelium none 


0.0 


0.0 


Primary Trl rest 


0.0 


0.0 


Small airway 
epithelium 
TNFalpha + IL- 


0.0 


0.0 
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Ibeta 






CD45RA CD4 

Ivmnhocvte act 


0.0 


0.0 


Coronery artery 
SMC rest 


0.0 


0.0 


CD45RO CD4 
lymphocyte act 


0.0 


0.0 


Coronery artery 
SMC TNFalpha + 
IL- Ibeta 


0.0 


0.0 


CD8 lymphocyte 

act 


0.0 


0.0 


Astrocytes rest 


0.0 


0.0 


Secondary CDS 
lymphocyte rest 


mil "I iiirfiT--i — -VTir-fi -rr-i-r1 

0.0 


0.0 


Astrocytes 
TNFalpha + IL- 
Ibeta 


0.0 


0.0 


Secondary CDS 
lymphocyte act 


0.0 


0.0 


KU-812 
(Basophil) rest 


0.0 


13.0 


CD4 lymphocyte 
none 


0.0 

- ' ■ — ^ 


0.0 


JvU-OlZ 

(Basophil) 
PMA/ionomycin 


3.7 


0.0 


2ry 

Thl/Th2/Trl_anti- 


A A 

0.0 


A A 


CCD1106 

(Keratmocytes ) 
none 




u.u 


LAK cells rest 


0.0 

• 


0.0 


CCD! 106 
fKeratinocvtes) 
TNFalpha + IL- 
Ibeta 


3.0 


0.0 


LAK cells IL-2 


0.0 ' 


0.0 j 


Liver cirrhosis 


100.0 


100.0 


Lr/\Jv Cells IJLr- 

2+IL-12 


0.0 


0.0 


Lupus kidney 


2.0 


0.0 


L»/\lv cells lA-/- 

2+IFN gamma 


0.0 


0.0 


NCI-H292 none 


0.0 


0.0 


LAK cells IL-2+ 
IL-18 


0.0 


0.0 


NCI-H292 IL-4 


0.0 


0.0 


LAK cells 
PMA/ionomycin 


0.0 


0.0 


NCI-H292 IL-9 


0.0 


0.0 


NK Cells IL-2 rest 


0.0 


0.0 

„,,■,„, ,r,i,n- • 


NCI-H292 IL-13 


0.0 


0.0 


iwo way jviLK j 
day 


0.0 


0.0 


NrT-H292 IFN 
gamma 


0.0 


0.0 


1 wo w ay ivijLiv j 
day 


0.0 


0.0 


HPAEC none 


0.0 


0.0 


Two Way MLR 7 

day 


0.0 


0.0 


HPAEC TNF 
alpha + IL-1 beta 


0.0 


0.0 


PBMC rest 


0.0 


0.0 


Lung fibroblast 
none 


0.0 


0.0 


PBMC PWM 


0.0 


0.0 


Lung fibroblast 
TNF alpha + IL-1 
beta 


0.0 


0.0 
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PBMC PHA-L 


0.0 

s s s< * 


0.0 


Lung fibroblast 
IL-4 


' ' ' 

0.0 

a— gft. n. ff.^i. 1.^ riiii .mrn i 


0.0 




Ramos (H cell) 
none 


0.0 


0.0 


Lung fibroblast 
IL-9 


0.0 


0.0 




Ramos fB celD 
ionomvcin 


0.0 

- - — >i 


0.0 


Lung fibroblast 
IL-13 


0.0 


0.0 




B lymphocytes 
PWM 


0.0 

iramrtiiifi ^ >.'ai...iniiif;mr»iff.r!TWgii 


0.0 

l_ ^ J 


Lung fibroblast 
IFN gamma 


0.0 


0.0 




B lymphocytes 
CD40L and IL-4 


1 

0.0 

■ 


0.0 


Dermal fibroblast 
CCD1070rest 


0.0 


0.0 












L^eriUal llUiUUlabl 








EOL-1 dbcAMP 


0.0 




0.0 


CCD1070 TNF 
alpha 


0.0 


0.0 




EOL-1 dbcAMP 
PMA/ionomycin 


0 0 


0.0 


Dermal fibroblast 
CCD 1070 IL-1 
beta 


0.0 


0.0 




Dendritic cells 

none 


0.0 


0.0 


Dermal fibroblast 

IFN gamma 


0.0 


0.0 




- 

Dendntic cells LPS 


0.0 


0.0 


Dermal fibroblast 
IL-4 


U.U 


ion 


M ii 
PI u *f 


Dendritic cells anti- 
CD40 


0 0 

■ -.1 


0.0 




6 3 


20 7 

' - ■ - 




Monocytes rest 


0.0 


0.0 


IBD Crohn's 


2.9 


0.0 




- =^ ' - - - — - : 

Monocytes LPS 


0.0 


0.0 


Colon 


9.7 


0.0 


*** 


Macrophages rest 


0.0 


0.0 


Lung 


0.0 


0.0 


;: ';i.T 


Macrophages LPS 


0.0 


0.0 


Thymus 


0.0 


25.3 




HUVEC none 


0.0 


0.0 


Kidney 


0.0 


0.0 




HUVEC starved 


4.5 


0.0 









CNS_neurodegeneration_vl.O Summary: Ag2364 Expression of the GM824k2_A gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 



Panel 13D Summary: Ag2364 Expression of the GM824k2__A gene is low/undetectable 
(CTs > 35) across all of the samples on this panel (data not shown). 

5 Panel 1,1 Summary: Ag2364 Expression of the GM824k2_A gene is low/undetectable 
(CTs > 35) across all of the samples on this panel (data not shown). 

Panel 4D Summary: Agl725/Ag2364 The GM824k2_A transcript is only detected in liver 
cirrhosis. Furthermore, this transcript is not detected in normal liver in Panel 1.3D, 
suggesting that this gene expression is unique to liver cirrhosis. This gene encodes a putative 
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GPCR; therefore, antibodies or small molecule therapeutics could reduce or inhibit fibrosis 
that occurs in liver cirrhosis. In addition, antibodies to this putative GPCR could also be used 
for the diagnosis of Uver cirrhosis. 



5 BY. GMAP001804_CJ: GPCR 

Expression of gene GMAP001804__C_1 was assessed using the primer-probe set 
Agl639, described in Table BYA. Results of the RTQ-PCR runs are shown in Tables BYB, 
BYC and BYD. Please note that this sequence was previously known as GMAPOOl 804_C. 



Table BYA . Probe Name Agl639 



Primers 


Sequences 


Length 


Start Position! 

r ri-ir ii i r-vr-r 


SEQID 
NO: 


Forward 


5 ' -agcatcttccacattgattcc-3 ' 


21 


693 


573 


Probe 


TET-5 ' -cttcagcacctgcagctcccacataa-3 ♦ -TAMRA 


26 


734 


574 


Reverse 1 


5 ' -ccaaagaacagagaaactgcaa-3 ' 


22 


760 


575 



10 Table BYB. Panel 1.3D 



Tissue Name 


Rel. Exp.(%) 
Agl639, Run 
165923902 


Tissue Name 


ReL Exp.(%) 
Agl639, Run 
165923902 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 
2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


17.2 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca.UO-31 


0.0 


Pituitary gland 


0.0 


Renal ca. TK-10 


0.0 


Brain (fetal) 


0.0 


Liver 


0.0 


Brain (whole) 


0.0 


Liver (fetal) 


0.0 


Brain (amygdala) 


0.0 


Liver ca. 

(hepatoblast) HepG2 


0.0 


■-.r„n„ -,.-■■,„», ■n,:nr, , r..,. .„n , , ,.„ T , , ,r.,r.«.rr,i,i,f,r.r.. 

Brain (cerebellum) 


0.0 


Lung 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) 
LX-1 


0.0 
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Brain (thalamus) 


0.0 


Lune ca, (small cell) 
NCI-H69 


0.0 


Cerebral Cortex 


6.7 


Lung ca. (s.cell var.) 
SHP-77 


0.0 


Spinal cord 


0.0 


Lung ca. (large 

cell)NCI-H460 


0.0 


glio/astro U87-MG 


0.0 


Luns ca. fnon-sm. 
cell) A549 


0.0 


glio/astroU-118-MG 


0.0 


Luns ca. (non-s.cell) 
NCI-H23 


0.0 


astrocytoma SW1783 


0.0 


Lune ca. (non-s.cell) 
HOP-62 


0.0 


neuro*; met SK-N-AS 


0.0 


Lune ca. (non-s.cl) 
NCI-H522 


0.0 


astrocytoma SF-539 


0.0 


Lung ca. (squam.) 

SW 900 


0.0 


astrocytoma SNB-75 


0.0 


Lung ca. (squam.) 
NCI-H596 


0.0 


glioma SNB-19 


0.0 


Mammary gland 


0.0 


glioma U251 


10.6 


Breast ca * (nl efi 
MCF-7 


15.2 


i . - — ■■ > — V... 1 . m 1 

glioma SF-295 


0.0 


Breast ca.* (pl.ef) 
MDA-MB-231 


A A 

0.0 


Heart (fetal) 


0.0 


Breast ca.* (pl.ef) 
T47D 


25.7 


Heart 


0.0 


Breast ca. BT-549 


0.0 


Skeletal muscle (fetal) 


0.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 


Bone marrow 


0.0 


Ovarian ca 

OVCAR-3 


0.0 


Thymus 


0.0 


Ovarian ca 

OVCAR-4 


0.0 


Spleen 


100.0 


Ovarian ca 

OVCAR-5 


0.0 


Lymph node 


0.0 


Ovarian ca 
OVCAR-8 


0.0 

^..t^a— a^..G.j...i.i.i»wii....ii... T 1 *.JJ< l.i.<.H...t ,fi i II 


Colorectal 


0.0 


Ovarian ca. IGROV- 
1 


0.0 


Stomach 




Ovarian ca.* 
(ascites) SK-OV-3 


U.O 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


0.0 


Plancenta 


0.0 


Colon ca.* 
SW620(SW480 met) 


0.0 


Prostate 


0.0 
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Colon ca. HT29 


0.0 


Prostate ca.* (bone 
niet)PC-3 


6.0 


Colon ca.HCT-1 16 


0.0 


Testis 


0.0 


Colon ca. CaCo-2 


0.0 


Melanoma 
Hs688(A).T 


0,0 


tissue(OD03866) 


0.0 


Melanoma* (met) 
Hs688(B).T 


0.0 


Colon ca. HCC-2998 


0.0 


Melanoma UACC- 

62 


37.4 


Ga<»tric ca * Hiver mert 
NCI-N87 


0.0 


Melanoma M14 


0.0 

"i-Ti-rTr*"r-'~*~~"'""^''~'""""'"~"~''*"~"~™™~ " 


Bladder 


0.0 


Melanoma LOX 
IMVI 


0.0 


Trachea 


0.0 


Melanoma* (met) 
SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 



Table BYC. Panel 2.2 



■ 

Tissue Name 


Rel. Exp-(%) 
Agl639, Run 
173978714 


Tissue Name 


Agl639, Run 
173978714 


Normal Colon 


17.6 

,,„„„„„-T - irirr it-t- 1 1- It T ■ - 


Kidney Margin 
(OD04348) 


0.0 


Colon cancer 
(OD06064) 


0.0 


Kidney malignant 
cancer (OD06204B) 

l-a.— ....-■!■ rr ft. ■i.aini..n,,,w,i,%<v,1.ii fWr' y f f ■ 


0.0 


Colon Margin 
(OD06064) 


0.0 


Kidney normal adjacent 
tissue (OD06204E) 


0.0 


Colon cancer 
(OD06159) 


0.0 

: 


Kidney Cancer 
(OD04450-01) 


0.0 


Colon Margin 
(OD06159) 


5 

0.0 


Kidney Margin 
(OD04450-03) 


0.0 


Colon cancer 
(OD06297-04) 


0.0 


Kidney Cancer 
8120613 


0.0 


Colon Margin 
(OD06297-015) 


0.0 


Kidney Margin 
8120614 


0.0 


CC Gr.2 ascend colon 
(OD03921) 


0.0 


Kidney Cancer 
9010320 


0.0 


CC Margin (OD03921) 


0.0 


Kidney Margin 
9010321 


0.0 


Colon cancer metastasis 
(OD06104) 


0.0 


Kidney Cancer 
8120607 


0.0 


Lung Margin 
(OD06104) 


0.0 


Kidney Margin 
8120608 


0.0 
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Colon mets to lung 
(OD04451-01) 


0.0 


Normal Uterus 


16.6 


Lung Margin 
(OD04451-02) 


0.0 

■ 


Uterine Cancer 0640 11 


0.0 


Normal Prostate 


0.0 


Normal Thyroid 


0.0 


Prostate Cancer 
(OD04410) 


0.0 


Thyroid Cancer 064010 


0.0 


Prostate Margin 
(OD04410) 


0.0 


Thyroid Cancer 
A302152 


0.0 


Normal Ovary 


0.0 


Thyroid Margin 
A302153 


0.0 


Ovarian cancer 
(OD06283-03) 


0.0 


Normal Breast 


0.0 


Ovarian Margin 
(OD06283-07) 


0.0 


Breast Cancer 
(OD04566) 


0.0 


Ovarian Cancer 064008 


100.0 


Breast Cancer 1024 


0.0 


Ovarian cancer 
fOD06145) 


0.0 


Breast Cancer 
(OD04590-01) 


0.0 

MiUilM-m .w. . .1 


Ovarian Margin 
fOD06145) 


0.0 


Breast Cancer Mets 
(OD04590-03) 


0.0 


Ovarian cancer 
(OD06455-03) 


0.0 

i 
; 

L.^,-,.i,.ii i.ii.if;^. ■■ r T 1 n.^ ..i/r ht.— .— 


Breast Cancer 
Metastasis (OD04655- 
05) 

Ml .a .1.1 If n ■l.i...a..M.,.>,.lli:i/ ; xu: ■.r...i V. , 


0.0 

■t..;.,.;.^ y n ^i, ...... J. n .An- t.CM..i...<..ia....<rf.i.>.,rt.rftiii ftrfll 


Ovarian Margin 
(OD06455-07) 


0.0 


Breast Cancer 064006 


0.0 


Normal Lung 


0.0 


Breast Cancer 9100266 


0.0 


Invasive noor diff luns » 

adeno (ODO4945-01 


17.1 


Breast Margin 9100265 


0,0 


T unff Marffin 
(ODO4945-03) 


0.0 


Breast Cancer A209073 


0.0 


T iinff Maliffnant Cancer 

(OD03126) 


0.0 


Breast Margin 
A2090734 


0.0 


Lun2 Margin 
(OD03126) 


0.0 


Breast cancer 
(OD06083) 


33.2 


Lung Cancer 
(OD05014A) 


0.0 


Breast cancer node 
metastasis (OD06083) 


0.0 


Lung Margin 
(OD05014B) 


0.0 


Normal Liver 


0.0 


Lung cancer (OD06081) 


0.0 


Liver Cancer 1026 


0.0 


Lung Margin 
(OD06081) 


0.0 


Liver Cancer 1025 


0.0 


Lung Cancer 
(OD04237-01) 


0.0 


Liver Cancer 6004-T 


0.0 


Lung Margin 


0.0 


Liver Tissue 6004-N 


0.0 
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(OD04237-02) 








Ocular Melanoma 
Metastasis - 


0.0 


Liver Cancer 6005-T 


0.0 


Ocular Melanoma 
Margin (Liver) ! 


u.U 


i^iver 1 issue ouu j-in 




Melanoma Metastasis 


0.0 


Liver Cancer 064003 


72.7 


Melanoma Margin 
(Lung) 


0.0 


Normal Bladder 

■ 


0.0 


Normal Kidney 


0.0 


Bladder Cancer 1023 


0.0 


Kidnev Ca Nuclear 

grade 2 (OD04338) 


0.0 


Bladder Cancer 
A302173 


0.0 


(OD04338) 


0.0 


Normal Stomach 


yv 

0.0 


Kidnev Ca Nuclear 
grade 1/2 (OD04339) 


0.0 


Gastric Cancer 
9060397 


0.0 


Kidriftv Marffin 

(OD04339) 


0.0 


Stomach Margin 
9060396 


0.0 


Kidney Ca, Clear cell 
type (OD04340) 


0.0 


Gastric Cancer 
9060395 


17.1 


Kidney Margin 
(OD04340) 


■ - — - 

0.0 


Stomach Margin 

9060394 


0.0 


Kidney Ca, Nuclear 
grade 3 (OD04348) \ 


0.0 


Gastric Cancer 064005 


0.0 



Table BYD. Panel 4D 



Tissue Name 


Rel. Exp.(%) 
Agl639, Run 
165762889 


Tissue Name 


ReL Exp.(%) 
Agl639, Run 
165762889 


Secondary Thl act 


0.0 


HUVEC IL-lbeta 


0.0 


Secondary Th2 act 


0.0 


HUVEC IFN gamma 


0.0 


Secondary Trl act 


3.8 


HUVEC TNF alpha + IFN 

gamma 


0.0 


Secondary Thl rest 


0.0 


HUVEC TNF alpha + IL4 ^ 

Mfain t,<,fc,..,^.,.J— t i.ininine^, .1,. 1 I 1 4..jim.dii.,«,.,.>,.^m.M.<fc..! 


0.0 


Secondary Th2 rest 


0.0 


HUVEC IL-11 


0.0 


Secondary Trl rest 


0.0 


Lung Microvascular EC 
none 


0.0 


Primary Thl act 


0.0 


Lung Microvascular EC 
TNFalpha + IL-lbeta 


0.0 

' - 


Primary Th2 act 


0.0 


Microvascular Dermal EC 
none 


0.0 


Primary Trl act 


0.0 


Microsvasular Dermal EC 
TNFalpha + IL-lbeta 


0.0 


Primary Thl rest 


0.0 


Bronchial epithelium 


0.0 
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TNFalpha + ILlbeta 


wwMaMMiwatiiniiiiiiinnnnMiMiirwniinii iii,iiM.mi .i.Tmianiini 


Primary Th2 rest 


0.0 


Small airway epithelium 
none 


0.0 


■ ■ " 

Primary Trl rest 


0.0 


Small airway epithelium 
TNFalpha + IL-1 beta 


0.0 


CD45RA CD4 
lymphocyte act 


0.0 


Coronery artery SMC rest 


0.0 


to. Kr:f.. .ri-.. .r.nr. . .nT. ^. . . — •-nrnir...nnn.iT,.,.>i«tau 

CD45RO CD4 
lymphocyte act 


0.0 


Coronery artery SMC 
TNFalpha + IL-lbeta 


0.0 


CDS lymphocyte act 


0.0 


Astrocytes rest 


0.0 


Secondary CDS 
lymphocyte rest 


0.0 


Astrocytes TNFalpha + 
IL-lbeta 


0.0 


lymphocyte act 


0.0 


KU-812 (Basophil) rest 


0.0 


CD4 lymphocyte none 


0.0 


KU-812 CBasoDhil) 
PMA/ionomycin 


7.5 


2ry Thl/Th2/Trl anti- 
CD95CH11 


0.0 


CCDl 106 (Keratinocytes) 
none 


0.0 


LAK cells rest 


0.0 


CCDl 106 (Keratinocytes) 
TNFalpha + IL-lbeta 


u.u 


LAK cells IL-2 


0.0 


Liver cirrhosis 


100.0 


LAK cells IL-2+IL-12 


0.0 


Lupus kidney 

£ .-wo-^ ~ , 


3.4 

WMBaanss'iw: — r -y-r-rji : xssnmeianiisssiataaxitsa 


LAK cells IL-2+IFN 
gamma 


0.0 


NCI-H292 none 


A A 


LAK cells IL-2+IL- 18 


0.0 


NCI-H292 IL-4 


0.0 


LAK cells 

PMA/ionomycin 


0.0 


NCI-H292 IL-9 


0.0 


NK Cells IL-2 rest 


0.0 


NCI-H292IL-13 


0.0 


Two Way MLR 3 day 


0.0 


NCI-H292 IFN gamma 


0.0 


..f.^-.- — — . — — ^, ,..„.,f,„,j 
Two Way MLR 5 day 


0.0 


HPAEC none 


0.0 


Two Way MLR 7 day 


0.0 


HPAEC TNF alpha + IL-1 
beta 


A A 
0.0 


PBMC rest 


0.0 


Lung fibroblast none 


0.0 


PBMC PWM 


0.0 


Lung fibroblast TNF alpha 
+ IL-1 beta 


0.0 


PBMC PHA-L 


0.0 


Lung fibroblast IL-4 


3.6 


Ramos (B cell) none 


0.0 


Lung fibroblast IL-9 


0.0 


Ramos f B cell) 
ionomycin 


0.0 


Lung fibroblast IL- 1 3 


0.0 


B lymphocytes PWM 


0.0 


Lung fibroblast IFN 
gamma 


0.0 


B lymphocytes CD40L 
and IL-4 


0.0 


Dermal fibroblast 
CCD1070 rest 


0.0 
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EOL-1 dbcAMP 


0.0 


Dermal fibroblast 
CCD1070TNF alpha 


0.0 


EOL-1 dbcAMP 

PMA/ionomycin 


0.0 


Dermal fibroblast 
CCD 1070 IL-l beta 


0.0 


Dendritic cells none 


1 1 

11./ 


Dermal fibroblast IFN 
gamma 


U.U 


Dendritic cells LPS 


0.0 


Dermal fibroblast IL-4 


0.0 


Dendritic cells anti- 
CD40 


18 6 


IBD Colitis 2 


26.1 


Monocytes rest 


..^rtfi arnii la-iTiT ■■T.....T.r.r.7rt-^ ^rnMnttnunrrr ""-^^ — 

0.0 


IBD Crohn's 


0.0 


Monocytes LPS 


0.0 


Colon 


61.6 


Macrophages rest 


4.2 


Lung 


0.0 


Macrophages LPS 


0.0 


Thymus 


0.0 


HUVEC none 


0.0 


Kidney 


0.0 


HUVEC starved 


0.0 







Panel 1.3D Summary: Agl639 Expression of the GMAP001804_C_1 gene in this panel is 
highest in the spleen, an important site of secondary immune responses. Therefore, expression of 
this gene can be used to distinguish spleen from the other samples on this panel. Furthermore, 
antibodies or small molecule therapeutics that block the function of this GPCR may be useful as anti- 
inflammatory therapeutics for the treatment of allergies, autoimmune diseases, and inflammatory 
diseases. Expression is also detected at a much lower level in a melanoma and a breast cancer 
cell line. 

Panel 2.2 Summary: Agl639 Significant expression of the GMAP001804_C_1 gene on 
panel 2.2 is restricted to one ovarian cancer and one liver cancer. This information suggests 
that this gene may be of use in the diagnosis and/or treatment of ovarian or liver cancer. 

Panel 4D Summary: Agl639 The GMAP001804_C_1 transcript is expressed in IBD cohtis, 
an activated basophil cell line and in dendritic cells. The protein encoded for by this gene 
may be important in the inflammatory process and particularly in the function of activated 
dendritic cells or basophils. Antagonistic antibodies or small molecule therapeutics against 
the GMAP001804_C_1 protein may therefore reduce or inhibit inflammation in the bowel 
due to IBD by specifically targeting dendritic cells and basophils or other related cell types. 
This gene was found to be expressed in spleen in Panel 1.3D. 
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The GPCRX of this invention also encompasses the sequences of the SEQ ID NOS: 
582, 583, 584, 585, 586, 587, 588 and 589 which can be found in Table 2. 
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OTHER EMBODIMENTS 



Although particular embodiments have been disclosed herein in detail, this has been 
done by way of example for purposes of illustration only, and is not intended to be limiting 
with respect to the scope of the appended claims, which follow. In particular, it is 
contemplated by the inventors that various substitutions, alterations, and modifications may 
be made to the invention without departing from the spirit and scope of the invention as 
defined by the claims. The choice of nucleic acid starting material, clone of interest, or 
library type is believed to be a matter of routine for a person of ordinary skill in the art with 
knowledge of the embodiments described herein. Other aspects, advantages, and 
modifications considered to be within the scope of the following claims. 
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